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(57) Abstract 

4,4-Difluoro-2,3,4,54etrahydro-lH-l- 
benzazepine derivatives represented by formula 
(1) or salts thereof (wherein A is 5-membered 
heteroarylene; B is optionally substituted aryl 
or 5- or 6-membered heteroaryl; D is carbonyl 
or lower alkylene; R l is -NR 3 R 4 , -0-(tower 
alkyl) or OH; R 2 is optionally halogcnated 
lower alkyl, -0-(lower alkyl), -S-(lower alkyl) 
or -CO-(lower alkyl); R 3 and R 4 are each 
independently hydrogen, lower alkyl or the 
like; and n is 0, 1 or 2). The above compounds 
exhibit the oxytocin antagonism and are 
effective in inhibiting threatened premature 
birth or abortion, or precesarcan birth and 
useful as remedies for dysmenorrhea and so on. 
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h'1***vH>>te#t^T££7l->A> (A t o s i b a n) *«&y, WSlC^g 

(Goodwin TM et a I . . AM. J. Obstet. Gynecol., 
170:474-47 8, 199 4). 7 h h v , 

CCT, ^"+vhv>}S^«!:UTIi«^^4 5 0 7 6 1 ^M¥5-2 
1 3 8 6 5^&$8#£lf e>n-5o WO 95/3454 Ofc&lCli. TIB-SS^C 



fi7;U*'Jx>»» •(£JiR7;U3*->^;i7K-;l'*M^£i6i7;l'4 i U7 :: >*3Z.li7x- 
Jl/Sg^£8i7;u+U7 :: >S*^fi£UTt)J;tN, Xtt*f-U>*. i£=CH 

75:4, 4-y7JWP-2, 3, 4, 5 -x t K □ - 1 H - 1 -*>l/7-tf t> 
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4-y7MO-2, 3. 4, 5— t h^t KP- 1 H- 1 -*> % /7-tfe>R3*ft 

xii-e^icii-rs. ^fe. 4-v7;m-p-2, 3, 4, 



: M&nT<07 U -JI>*X(4 5-6 I^P7 <J 

d : a;M*=;usx(*ffiiR7;Mri/>*» 

R' :^NR 3 R 4 T/T$n5I, -0-fifft7;MrJU*X(iO H» 

- S -{g|R7-MMUaXli- C O -<EIR7; WMk 
R\ R 4 : P-XliSfcoT, 
1 ) **Hi?\ 

2) «7)^JH (K(S»7;U*JU«liOH. &HBl(D7£yg* istipTtf)^/- 
fi»7;U*A>75/S, v-{SfB7;U+^75yS. «7^;UST'g^W 
5-7 Mf&fD'vr PJI&. 5-6 I^n7U -JUgX(47 U -^STiBftStl 

3) ->*P7;U*^Ss 

4) ®iisa7;i'+;i'gTS^Bi(D5~7a!asi^xPiig. 

5) 5~61at07U-JI'S. 

6) 7'J-;bSX(i 

7) jtNR 3 R 4 ^-<*<h/«£oT^pI<D5~7a#M^PHS (IS 5 ~ 7 lal 




D-R 
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m^ammit^ >v>m% u<(i5~6 10^07 u -)mtms uto 

(±IE2) % 4) . 5) > 7) ICISKCDIS 5-7 afSfa^xP^S. 5~7ft#g 
^A-rP^S. 5-6*^7^7 U -JUS** JI#£2 7S>£W"t3SI*I£7 

n : 0, 1 XI12) 

*56W<k^«!H* (lift) >r»Jx>S*^Ufc7tfbr>i§Km^lcB5^-rs^ 
^7;^PS*Wr<5C(tlC«kySt4{b-rSCt«:<±f*:rtlCfcl\Tt>+^SS 

r 3 xii r 4 wi&m7)\'*)i>%-e&®°i<n 5-7 ju&fn/vr p jsss u < i* 5 - 6 * 

^□7U -;i^S, 3t N R 3 R "tf-fttfcoTg&Bltf) 5-7 atiiAfniin 
(f £> ft -5 . M 3; U I W t£*8 i: L/ T R 2 \ P y >BR?--C«» rTO(6IR7 

TftCBr&fclMRy. rfiftj ftSffliSUL ~6ffl0fc*ttX(*#ai*©£ 
*ffl*Si*-r%. rjg^7^*l^>Sj .JiUTli, EiR&l ~6ffl<D7JU*U'>ST 
&U. #£UUg<i:UTI^ /fl/>I, 7Ptflx>g. 7x1/ >S£ 

r5M^xP7U-U>§J <hUTIi, 5*m^^xP7'J-^b^^2Q 

-<s^y-^v>r;k ttv-^^^ **-y-v-jux'Ok tr7i/-Jkv>ok 

4V*7 S J-)V*M)V* 4 x J*WJ-)\>i/4)W *WJ7 s J-fr*M)V* x7v 
<li, 77>y^Jk x^x^vH^k ^5^/-Jkv>'Ok x7l/-^v-f;k 

^■tJ-V-^^^k tf^y-^v'fJk ^v*** % /-;uy-f;k MJ7V-;kv 
>CJkC&-5>. ftlc#3^<lix7'/- ( ft'vH';k 4$.9\f-)V 9 M)l* t!7l/-Jby 
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y. irftWiciiv^p^pbr^k ->fpyfjk s^niy^k y^p^yjk 
7i-Jk hu;k *y'j;k t7x-;k ^-7^;k -r>x-;k 7>MJJk 7 

<li7x-JUT&<5. 

rg^pl(07 U ~^SJ (Dg&S<!:LT[i> AP^H*, APy>Jgi^Tg&BT 
0ffi»7;Wk OH. <g*»7;Hl*v> fr* J << -hP. *>7A 75 

r5~6M^xP7U->»USj <bL/Tli. Hftttlciiv 7UJk ^x-;k tfp'J 
;k -rs^i/u;k ^7 % yu;k tf+WJJk tr^/yjk -fv^ryyjk -fv 

sMrtT/lUk Wv7 4 /U;k ^7v7'/lUk MJ7 x /UJk 7-b7)/VJim 

o5*^xP7u-;k euvJk truss^k eu^-;k tr^k hujy 
rfgfii7>'i/*;i/gj tLTii. *{*wiziifl«Aii/^;k xfjk 7pe;k -rv 

7PbT;k 73Mk -fV^fJk sec-73Mk tert-», ^>5Mk <f 
V*>3S/k **^>^k t e r t-"<>3Mk 1 ->7Jk7?Jk 2-*3 L ;k7' 
5^k 1, 2 -v>^;U^Ptf;k ^\+->;k -fW+S'Jk 1 -.jWU'OTJk 
2-/5=-;U^>5 L Jk 3->5^l/^>5^k 1, 1 -S^^k^Jk 1, 2-v* 
3\>k75\fk 2, 2-v*3Mk73Mk 1, 3-v^5 L ;k7'5 L Jk 2, 3-v*5MU 
75^/k 3, 3-^/^k^k 1 -X?MU73^k 2-X7VkWk 1.1, 
2- h'J^^yPbfJk 1,2, 2- HJ^k^PtTJk 1 -X5MU- 1 

i ^4 07jwut?»u» *$icff£u<ii* /^;k x5=\>k 7Ptr;k -fy^pt? 

r/\py>H^j <hUT(i, 7yJMff. ttJRil?\ MMrf-* Xl43$i«K?-* 
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5\/k yp^^k a-Mf^k 1 -^ppxtMU, v>£p 
p^^k HJ7ju*p;*3Mk wun-ju^t^hmtfimi $?£U<li 

Jk e^l/Uv-Jk tTI'JvMk tfl^-Jk tJU^'JJk ^«;u*u;k x 

-;k 7t'A-;k v7tfA-;m^lfen<5. »*U<(itPU v--lk tfl'J 
v;k tfi^v-jk t;u*'JJk ^7-fef/t-;uT^<5. 
r 5 ~ 7 m^M^ammit^ >a>mas u < ii 5 - 6 i©^p7 y -jm 

t&&LT^T%£^} tit. r5~7a#B*'VrP«SJ &tf r^>-fe?>3SSU 
< li 5 ~ 6 l^\rP7U -;uS<h*S^^n/c 5-7 Itii^P^U 
r5~7a#E^ / \xPI*Sj ibTI^ ^ttttlclitTP Uy-Jk <<5*V'J 

;k e^yjv-^k t^Uy;k bfi^v-Jk 7-tfA-Jk t;u*y;k 
;u*ujk 5>7-ka=jwm**m , s*i*. »*u<iii;iu^k tn^s^k t 

JU* UJk 7-«;p*u;k v7-fe?A-;i/T$>£. 

IA >i£>^ U < li 5 - 6 RWVrP 7 U -JU«<!:t8£S tut 5-7 a^s% 

tr^yuv-ju. ^> x 7tfi'Jv;k ^>yt^7-/-;k ^>v*7€e-;^©^ 
>K>mm%<k^mmm, f^tHPWjy-^. xh^tHPtru K7* 
tr=;k xh^tKn-fsyi/tru^k fh7t HP-f5^ytr'j5^m©5~ 

6A<D^xP7'J-^»IS^^^-7P^»ll^(fe.n. $ftl<ttfh7tH 

PT^^Uv^k rh7t KPtfu K7tfe-;k rh7t KP-fS^/eUSW 

rN R 3 R 4 #-ft£&t>T^&W<D5~7SM^-rPJtej UTIi, 
(2)OH. (3)fi»7JI/*Uf> (l^filSS7JU+ 'J xXi^^At-r^k 

^;k^+v;^u<ii^ai7;ua+v^<>i/7K-^TMm$nTUT i t)«fcu) . (4)fi 
»7;ua*-> (Kffi»7^a*S/liffi»7-iU3*'>*^^uSU<(i*^**>^ 

TM&SttTOTfccfcU) . (5)^Jk**vJk (6)fi»7;k3**>*;U?K-Jk (7) 
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<teaJktf*->;UTS&£nTI^Tt>J:U) . (9)7 5 J (&7 SSI*. ffl&7)ll 
3R7;u*;k Xlifi^7^3*->^^-^L<li^;U^+v^Ta^$tlTL\T 

=b £ fc^{ssi7^*/-<-'UTM^. xii(*ii$nT^Tt<fcu) * (io)-<sy m-( s 
yiaoH, a&2ftTUT : b«fci\{glR7;u3*>'. <s$7;u;fr/'Ok*-*v, xiiffi 
aa7;u*jUTg&£ftT^x*><fcu7S y •ca^$nTCNTt)«fct^ftffi7;u* / -< 

Jkf *vT§&£ftTl\Tt><fcU a&SnWTfc<U^&7Jk=l*v<7)g&<!: U 
Tli, f£Si7;i/3 + i>*^--'k rt;k**:Wk ISJ^U+JkCg&SttTUTfc 

e fctN7a/7;i/+;uTa^$nrt^ : b<fctMglB*Ji'A ; E'<-'k tsiQ'vrP^ xj* 
<sii$nTiNT ! t)mu^xP7 | j-;m7&^(ft)n'5) . (iiM£ta7;wkeg&pT 

©7'J-;k (12)^xP7U-Jk (13)*;M*yjk (U) ->£P 7 ;u+;k (15)<£I8 

vA (i7)fi»7;U3*S/*;u*-^su<ii*JU?K*'>;u-csift$tiT^Tfe«ko 

fi«7;Kr^k <18)ffi»7;WU (»fiffi7^*;Ki» OH, OHTH*pr©ffitt 

7;m*-> (ttffi»7;ua*>iiffia7;ua*->*^=^i/<tt*^'K**>jUT 

CT. gm$tlTUT ! bcttM£JSB7;U+-'k^a^<!:LTI^ ttKR7;U=]**>aM>jtf- 
;k *;u**->;^u<iiffilB7;wu-riBastiT^T , bckt^75>'*^f &n 

*) , >7A 75 ^ (K75 Attffifi7JU*JUTit»» Xtt#«StlT^T'bJ:^) . 

t</M*yjk fi»7;u*y-f;u***>» oH-ca&$nTUT*><nws a s& 

^fcli<SM$tlTt^T ! t)«fcl^^xP7U-;^-Cg^^EnTt^T : t>«tt^) H#£(f£tt 
-5. #*Ktt, (1) OH, (2)*;U/^-fJk (3)*^**->;k (4)75/ (^75 
/tt«IR7;Wbeu<l*(Stt7^*y'f;UT«»3nT^T*J:l^ » (5)**7, 

(6) -ray (i^sAiOH, »^3+k <s»7;u*/-f;u*+*>» rt;k*** 
•>^-ca^$nxtctu<gai7>iU3+i>Tfi^$nTOT i t)<tu) , (7)fi»7;ua 
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Tt)J:Uf£8B7Jkr]*->, (9)*JU#*->;UTa»*nTt)J:t^(S»7;U^r-;P. (10) 

;u+;ni. oh. <gfS7jm*-x <6fR7;i>a*->*JM«xjk 7£y (i£7S Jit 
<siB7;i^i'Tm&£nwTfcJ:u) , a;u***->Jk ^^/x'^-f^Tg^snx 

r^tiBi©7ay^j . r^gnioty H£lK7JU*Jk7sygj oftttS. 

ICIi raiM*»2 75>**"r*»litt7S>«J«HStlTOT'bJ:^J (Of*ii»<hL 
Tits *SIS*#fifcffifflr*75/*<D#«**tt*U ft^tt^'bOibUTtt^U 
5Jk 7*?\>k MJ7;U*P7t5^k Zfu\d*-)\,s * h+«>7tf*. * 

->yne^--;k ^>v-r;k ^x-^j-t^k 5 t 7yjju7-t^k xh^/u 
;u7-fe^k fjyu^u^+yP'f^ xx-;u^'j**vp>r;uti0>7->;k 

h+->*;U7H-Jk Xh*v*;ktfXJk t e r t - 7 h**>*JU*-JU«fOfilR 

7;U3+->*;U/K-;k ^>v;k+*->*JM*x;k p-xhp^>>>;k**->a;u 

^-JimfDJ^J^Jl^i^^M-J^ **>7s)Vfc-)ls x* >;uk*x;H?<£ 
fi»7;k*>;uU*x;k h->Jk 'O'S^k p--hP^>vJk "OXkH'JJk 

5<b**»» m. met. yA/»»oii«Ki:oB8ft*n*» it& 7ne*> 

BL BK, -fVBK, -fvMK. tT/t;WK. vp>K, ci*< 

77;m, 1U4V&S urn* <xhms y/ucrsL k& 
^ixs 7)is.-OAm<omm^ms >^7s>. xxJkrsx 
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^/-;wfto»«»*» **iMi»ji^*«:-ra^©tSfl»«*"r*«5Jii:UT 

*i§fyHb£#i (I) it, -to«*»tti6«uiiB»»©«SCS^<4#a*f'JfflU. 

TS/^lC{ftf *C£t>T*«5. Z<D£vti&mm£LTltMz.it? > J-> (G r e e 
n e) JkWyy (Wuts)l, [Protect i ve Groups in 0 
rganic Synthesis] »2ffiEK0fc»****lf*;:£j&«T*. EL 
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o 




*»ajfett-«a ( i i a) -e*sn*^>!/7-Ki;>fl:$«tHtt3* (i i n 

<k£t) (III) TSStl*S*6tt»**t a;M«>HM>**\M/X*TJk 
XfJUXxJk -fV^JUXf^, t e r t -^;UX^7 t ;W*OiMtfl!)X^7 ! ' 

^ > v h u 7 n - 1 k p * -»i7 s. >mt^mts.fBt£^xm s>n* 

fti?7i x;U*** U ;k N - * TJI^JU* 'J > <h *JS£ $ fctl* U 
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itZtZIZH. yy^n^i/MJ^V'f^ (DCC) ,1,1' -*;M*x;U 
S M^ S J-)V (CD I) . y7i-;^'J^7yH (DP PA) , ylfJb* 

^/tvU;u->7-K^»i (3-v*3S/k7S/ype;u) a-MM^rs 

h • %m (ws c • h c i ) mom&f&z&mtzmwmx&z. 

v£PPX*X ^PP7|?;UA»OAPyWbK<k7k*ffl, *>-tf>. hJH>, * 

->u>sf©5rs«tKfl:*aa» x— r;k fh7th'a77>foi-f^a, 

fiJfcldfcUT. *>V/7-KtJ>fl:£tt (l l a) SffllHCJBUfcy* N-** 
flHEJMc»J>, HJ>f-JU75>» HJX^Jk75X N, N-y^f^7='J>, 
t'JyX 4- (N, N-v^^kTS/*) tT'JvX t3'J>, 

(i a) ^e^ttP^mwt^ (i b) *^B8-r*s*6TttmB^stt 

-;k x^y-;W*fl!)7JU3-^»»«t*t©iRd*«"CKX(itt* 

UTii. *f\>u«> x^;us, ypt:;ug, -rv^pt^*, tert-7 

f-JUSS|0{5IS7;U*JUS» ±EffilR7;U*;USOttft07k*iS : ?-A«(Slft7;UP*>' 
STiB»3tlfcffi*ft7;M l ^g* fi»7;up*->filB7;up*->filR7^*;u». * 

> -s^mmo) 7V-)i* f-jvm, * > u < i*<gift 7 ;ua y w 7 *> 
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m-xm 




*&mi£\t4l£® ( I b) t-f&A ( I V) TiF$ft*75>££E/fc;*-ti-*C<i: 

»-ia 




R 6 : AmMTJUtWKM R«*««as<o»^^tTK«a 



(It*, R 3 SCXR 4 limfl5<75Si*«:> R , lirtajRTOtt«H»*ij?-r. ) 
*»jSi*li^«!l (lib) <l:-^St (I V) ■C*4n«7S>ttB6S1*5C 

ticfcij, -fb^% die) ^aia-rs^asT?**. *iaos*5*^i4S!-«j*»i 

sfc«CI&i;«(*TS&E*y**BU (lid) *Kt«ct#T**. 
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*«at&i*fl:£*!i did) <h-flSjt (111) T^snaajutfi/KXtt-toDE 

(6«*(*i: *fitfS«Z tic J: U. *5BW<k^«l (I c) €Ba-r**s*T*«. 




ASS, B& R 2 S^nlistfieOjtl*^^-r. ) 
(Id) MJW <5?j;£T&-S. 

STC^kS/SliSTcSiJ (0(1*. tf. MJ 9 A, *JR<t->7/*$JIW-h 
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<SM», ASS, BJS, R 2 , R\ R 4 &tf nliitflfS(Dg[!*£^-f 0 ) 

*®ja2£ii{fc^« (id) *^ji*>Kx^?jwkoak» Htta ( i v> -c^sn 
*;p*>&x*xMbKJ£tehv;i4&/\5-f f 4 , **>;uM*>B8A5-r kuw* 

ST^SragftT (MAT) mWlst£tfZ>'at>tlZ. JL % K*5£ffiii;St!:3fci&lcJg« 

a. a$fb*ysAS?*^tor*c<fcfcnrfirc**. 

itNR 3 R 4 T36S<b^^, R\ R 4 #7Jl>*;Ug£<Z)M&gT&<5{b£-1*K 
X (iit R \ R 4 1 13. o Tmm*HD 5-7 ItIlAfP§Ifi& oTS^P 

f7^c<b^T'$-5 0 ftfttticii, 7;u+;u/\^-r KX(*7;wu*;t,**- Mb^ 
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TrtSAnSfF (^35ET) ®.W\stz.tfiCb'r:l3.t>M 0 X. K££*£ji$-t±<5fc«>lCi&g 

y»JST#-5. MIC fi»7JU*Jl«Til«*tlfc<t*i<M*±IEON-7JU*;MkO 
UT±IE£> N - 7 J WMfc£ iBffl LT§ga-f £ C t *>T£ £ 0 

xii7;u3*->A«a**rr*fl:£«tt. wacty. **jfcT*a*#x;i<****- 

-5 lb£#) 1 1 K □ * i/)V7 5 >X li 7 )l □ * •> JU7 £ ><Z>fS££Jfc IC <fc «J iHilT £ 
-5. MIC. 7->JU**->^5y^tttt»J6'r*tKP**>Aft:^«!l*«j*lC«koT 
7vJMb-f-5C<hlC < fcySSaT£<5. iD^LT. N R 3 R 4 lC7-fe^H^'J y/S^t 

astutely y/i€««ft^iJ;yBaT*4. 

»J SSICI* r«tt»275>*Wr*»itt7S>A«««StlT^Tt> 

«fclvi 0^SS(D^li±iH^'J->e>^Ocfcp^;ilc^x.li«ktN, *3£lc 

t H^y^waxiix— r-;n«a**r*<b^iftii» ^ti-etu ^a^t n^i/xb 
s^xiio-7;u+;Nbs^ic«kys2aT#<5. 

C(D<fce)lCUTi!{a$nfc*^fb^li. &gt<D££, XI*£&lCcfc£i£i£*&3 

«»u *oiS£i,-aii»-»«sn<5. wit • fsmiittJtti. fssnt. 

I)SS, S-S^PTh^7^-H<0jiS©{b^^iS^UT?7t)tl*. 
M©ai4«:|iS14i*:iao[)«ia^fl*l<i:14H©S*?iJffl UT5T&ICJ; y 
0iit(& 7-fe5^HJ(i-ll5Wft<i:7-t5»SJi*lcJ:y [tfiJxtf* -mnX3K&f£ 

a<bXI**PTh^7*-«lc.fcy#Sr?**. ft^iSttfcft^ailiiiiSfc 

^sit«K»*ffl t c (hiCcfcy tja-r « c t *>t£ 
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( I ) T^tl-54, 4-/7MP-2, 3, 4. 5-rh7t 
K □ - 1 H — l -^>V7tf e^gftXIi^iMli. h^fcffittfflfcfTf 

gA£t£E (Adv. Exp. Med. Biol. , 395:491-493, 199 
5 ) , £&!Bfli (Neurosci. Biobehav. Rev. , 15:217- 
2 3 1, 1 9 9 1 ). EHWS (Eur. J. Pharmacol. , 94:125 
-131, 1983, J. Pharmacol. Exp. Ther., 241:26 
8-274, 1 987). N a^'JIS (J. Pharmacol. Exp. Ther. , 
246:603-609, 1 9 8 8 ) , SgftfHIHSfi ( A c t a . Physiol. S 
cand. , 144:355-359, 1992), ffitLmV.*. (Ad p. Exp. 
Med. Biol. , 395:529-538, 1995), M ( E n d o c r i 
nology, 1 37:773-779, 1996) SlOjg/fcSfc^X. b*X, 
«rtjft0W*ICfcOTW*K:5W , *»W • nWSmm < J . Reprod. Fer 
t. , 91 : 4 9, 1991, J. Reprod. Fert. , 90:625, 19 

90), m=FW&s®m m^±mmmm wm i 4 us, 1990), ttfrnora 

(J. CI in. Endocrinol. Metab. , 64:27, 1987. N 
eurosci. Biobehav. Rev., 16:131-144, 1992). 
m^WiCOmW (Proc. Natl. Acad. Sci. USA, 89:5981, 

1992) m<Dmmz*M5-t zzttumf e>na. *5Bw<k^wosfcS(iiUTott 

(Oxytocin receptor binding assay) 

?SnttttVav7&Ora (J- Biol. Chem. , 249:1376. 
1 9 7 4) izmCX. teSUmtlTltf-yizlDJifc (Endocrinolog 
y, 125:217, 1989) izMCTfrolt. ylfJI/^X^P-^ v7 
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□ tf**-h] £0. 3mg/k gfllErt&^Ul 8 ~ 2 4 mffi'&lzmiti \stz? v V 
?-gj&>&K8l*€:HJBUfc. C 3 H] -^->hy> (0. 5nM; specif 
ic activity = 30-60 C i /mm o I ) £M$i& 50/ig $5J:tfii 
ggg (1 0" 8 ~1 0~ 5 M) £1 0mMfifc7^->5A, 0. 1 vJflljtJ^yS 
y (BSA) ^#W1"-5 5 0mMhUXl§^^}« (pH7. 4) <D3Sg2 5 0/x I 

-f ^a^->3 >$tlfc;S^<!a?IUT^7^7-f Jt>*~ (GF/C) £iiU jfiK 
•»fl/->3Vffl^^f^(!:l^l> «m*£8£Ufc C 3 H] -**vhv>0) 

PlWm (%) =10 0- (C,-B,/C 0 -B,) X 1 00 
C, :KSQS<D$&Stt& C 3 H] h«»t3ft»ft#0T, M4I*£&83tt 

C 3 H] -*+->h^>3ft«K«*CtS^-r*«. 

C 3 H] -3^5/ h 5/ 

B, : m\<D**'>bi'> (1 0" 6 M) <h [ 3 H] h-»t««*3fl*»lS 

nfc<h#, [ 3 h] -**s/i-»*«Kai*(ca*"r*«. 

fr&^WttEffi*a>tt£(&a»14v f «¥»£Sk (K i) Z&j8.J:Vm&ls 

K i = I C 50 / (1 + [L] /Kd) 

[L] : JftftltM^igg K d : ^tvf t - K • ^Of KJ:U*ttfcl?» 
±fETWtti£ft;tK i ffiOfcOttftffi* p K i fil<h Lfc. S£oT. pKi 

i fl 8. 9 0 » HSS0IJ 4-7 ©fc^lS p K i (1 8 . 8 7 % ^JSGO 1 0—1 lipK i fit 



17 



WO 98/39325 PCT/JP98/00916 

8. 6 8(Z)S£U!£^;£14£^Lfco &fc7 hvAVOpK i filli7. 9 



lityKD&Himn&H* Ritmmu mm, »&A%m\s<imftit%.Amizj: 

*1<S#. ia^KSPlS^0ti^fi)tA 1 B^fcU 0. 0 1 mg/kgMl 0 Omg/k 

gfurc&iK cn^-isiTv *-5ott2~4isiic^(tT}s^"r-5. sit* femzk 

?T§*MJ£#$n<5iI£UL il$J$Al lalt^U, 0. OOlmg/kgMlOO 

*¥£mz£z&a&$<Dfcito<D®&®.f$.yituTiz. mm. fizf-tjm. n 
m. mmmtfim^M. z.<D£z>tzmi*-Mj£mzi5i\xi*. z>t?Ri**n&± 

^©«SXttWJSttSU<li»i814»ll©7-f^ATtftill/Tt>J:0. 

mmi nmi mmm. ^mi tommzttbx^x**^. 
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mmzn^tz. *&<D}§$mk mmmtLxit. mpnt^mmm^RU^mM 
n*%&<D%&M. mmmtvxit. wx[*-7u\zi/>vvu-)w 

tf'jx^u^ga-jk tfU-T;^ ^foai&otmWfo. x* 

c^cfcp^m^ii, 3&ic*awk»h bnssk ill, mt»h mm* $s 
i (» 1 ) 

(ZH4,4-v7Jl/tD-U4,5-f h7tH U-W-l-sOVTW >-5--f 'JT>)lfS^ 
^JU 2.27g 0^ d7 7 60ml tC 1JV TKiHb^ h U £ AzKiSfK 30ml &Jn;L, M 

tict lsmmmftistz. E*»fcijv*»30mifcin*., mmzmzvrzo ®*>mt 

■®£Kl7-fcMLHJ;U30nil, 1-fc KD^>>^>Vh'J7V-;H.82g, l-X^;W3-(3- 
v/^;U7 5 J?U \>)V)1i)\fifr 9 M 5 F-aBM* 2.59g, 4-(2-7 S y X^JU)*^* u 
>i.76g*m^., MTi8i$IWlt#Lfc. llltffill. WBx^Ufcin*.. mam 
»zK*^bU*A*8tt, ®ft«*K:T»L;t. ««Kt?*->£A£T«»&, 

J»*©(Z).(4,4-x7^*0-2,3,4^-x h5tH □ -l//-l-^> , /7-fe? tf >-5--f Uf>)# 
(2-^* U / X^;U)»®?7 5 K 2.06g • 

##0tj 2 1 ) 
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(ZH4.4-5J7JM-D-1- h -> ^-2,3,4,5- x h7th* O-Uf-1-^ >^7if U X 

>)»» l0g©fb7tHo77 >f§® 100ml fc, l- 1 K P *->^ >V h 'J 7 S /—)V 

4.i2 g , i-x^;u-3-(3-> ? /5 1 ;i'7$yyot!;i/)*;i/^^-ra K-m^5.85 g , i-*x 

;Hf ^7 3.36ml £fiD;L, MT2H#ra«8^Lfc. «Xx;U£S0x., 

»&. »«fts*ufc. t#e»nfcg££5i&u Mfe7^^7 7x^@^0(z)-4,4- 

y7JWD -5-[2-(4- ^ X-H' If* 7 V s >-l--f ;i/)-2-*+ Vlf'J X >]-l- h > ;U-2,3,4,5- 
fh7kF P-l/f-l-^> V7-tf e> 11.76g 

3 (*1) 

(z)-4,4-->* 7 ;m- □ -5-[2-(4-^ tf ^7 v >-i--f ;to-2-** v i-r .u x >h- h ->;u 

-2,3,4,5-x h7t F P-l//-l-^> > /7iflf > 11.7g £i&55t& 20ml K&MPU SIT 24 
I^Mft^Lfc. RJfcttfcl N7K$MtTHJ£A7KM7()0mltC&tt, ^OD^I/Al: 

SLt, t#6nfc3l££vXx;Ux-x,>U£9ISIMbU Mfi*#*£>(Z)-4,4--77JU:* 
□ -5-[2-(4-*xJHf ^7 Jl/)-2-**7XxUx>]-2,3,4,5-X h 7 t H P-l/M- 

^ > V 7 if If > 7.62g £ %tz „ 

^JSflJl <*2) 

4-*x;i/-2-7 xx;l/x7 V—JV-S-iJ 800mg Oy^OD^^ 30ml iz. 

tm*<DNJf-if*7)W)]'&7S. K£lH*&ft. ftfrT* i&fb^^lf'J ^ 630 M 1 £ 

25ml (CMU ?kfrTtCT, (Z)-(4,4-v7JU^P-2,3,4,5-xh7k H P-lff-1- 
^>V7if tf >-5--f Ux>)»K^x;i/760mg, h'JXx;i/7^>500 A* l<Z)v7PP 

U7A7*«> fi&fnfc&fcKTifefrUfc. ilT^y^ACTM. 

Ltco S$S->'J7jyjU7J7A^P-7hy77>r- (^pn*JUA-^iJ->tcT» 

tH) iCTM&IU »^7 ; 6;i'7 77^ia#:0(2H4 ) 4-i>*7;l/^P-l-(4-/x^-2-7xX 
;1/X7 V->)l/-5-7j;l/^X^)-2,3,4,5-X h 7 fc H P-l#-l-^> V7"fe* If >-5-< U x>] 
ft® *xJH080mg 
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HJSfiJ 2 2) 

(ZHM-y^JPtO.i^/f^. 7 x - Jl^J V- ;U^-;i/)-2,3,4,5-x h 5 
t KP-ltf-l-'OV^ifbf >-5--f Ux>]Sfi?^5 1 ;i' 1080mg ©**/-JM8JS 30ml 

7K20mK UVMlOml^JjDX.. £i;fci£IB£3Bl, *ifeU ^fe*»*<^(Z>[4,4- 
^7Jl/^D4<4-/^-2-7x-;i/^7 > y-;i/-5-*;i/^~^)-2,3A5-xh 
Lf/-1-^ > V Til tf >-5--T Uf>]Bi lOOOmg £t#fc„ 

mS0iJ 2 <hPlti(D^(CT«^ 2-1-2-3 2) . 

(a 3) 

(zh4,4-S77;u*p-M4->wu-2-7x:^;u^7 

t KD-i//-i-^>y7iifcr>-5-^ 'Jr>]9» 8.26g (Dfh7th'P77>g* 150ml 

i-t h p*->^>7 'J 77-;p 2.79 g , M?;i/-3-(3-y/^7s; 7d tr;u) 
5 \*-m&M.5A0g, 2-(br^7'>*>-i-'f;p)x^/-;U3.i8g*tioA, 

»ZT«ia«. fclKSBafeLfc. SS£ O.UV&Sf 300ml fc»*U BHfcX^-JUCTft 
UV7KSE^h , J7A7K^^ffl^T7;U*'Jtt<bU. 7 □ □tf^AHTteffib 

as*»»x^;pj:oi»fl{kL. 5ix, »i?x^;ncx«fe^Lfe. »sttfc*si&9.og 

$7 O D*;UA 100ml K&JBU 4/VHCVMX9 L ;U^?S 6ml SrjjQX.. IfiTiffLfc. 
±i;7c&SH£33xU 7aP^;i/AtCT-j5fe#L7Co ff-fcttfefflUSS lO.Og<0 7-&, 3.0g 
* 9O%X*/-;U*»tt.fc0WttflU *Sfet»*<D(Z)-2-(4-{[4,4-v7JU^P-l-(4-^^ 
JP-2-7 xXj^7 7- JU^x;U)-2,3,4,5--r h7tH P-l//-l-^ > 77i? £ >-5- 

-r Ux>]7-fe^-;u}tr / ^7> f >-i-'f Ji/)x^/-;i/— ^tttt[2.48g*»3t. 

HSI0iJ3 «kP!|fi|©^feCT£tT©*M«fl:^«&tf5felli« 3-1-3-3,3-5,3-6,3-8,3- 
9,3-12,3-14-3-91 ©flS^tt^lSfc (&3) . 
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3-4 

)V* D-l-(4-^ 3^-2-7 xXJl^7 */-)V-5-tl ;l/#XJU)-5-[2-(4-;< 3^ 
tf ^7 v >-l-< ;U)-2-** V X5 1 U.x >]-2,3,4,5-x h y t H D-ltf-l-^ >77"fcf tf > 

£&09 3-7 

( Z ). 2 .(4.{[4Ay7JWD-l-(4-^fJW2-7l-J^7y-Jk5-iJi^-;l').2,3 ) 4,5- 

fh7t Hn-l//-l-^> % /7-iffcf>-5--f Ux>]7iz^}tf^7 v>-l--f Jl^x* j 
^JS0tj3-1O 

f^7k KD-l/M-^>V*7ift:>-5--f Ux>]7izx;U}£^-7>-l--ni')7aA° 

(z)-(4-{[4,4-^7;u^D-i-(4-^^;i'-2-7x-;i/^7y-;p-5-*;u#x;u).23A5-x 

h y t H □ > 77-1? t! >-5-< U x >] 7"t x^} fc?^7 v >-l-< 7 = 

HM^J3-13 

(Z)-3-(4-{[4,4- v 7 □ -l-(4-^ x^-2- 7xZJ^7 x /—)V-5- tl M X JU)-2,3,4,5- 
fh7h Kn-l^-l-^> > /7-tftT>-5-< Ux>]7-t^JU}tf^7^>-l--T Jl^)7 4 o kf 
*>$E73- Kz^fiBMfi 

<*4) 

(z)-[4,4- -7 7 □ 7 x -;i/-5- h'J7^tD * x )V-\H- tf 7 y-;M-# 

x;W)-2,3,4,5-t- h7th* □-l//-l-^> , /7if hr>-5-^ 'Jt>]KS 200mg (Dfh7k 
FD77 >»«t 20ml \Z. 1-k h* D*->^>V h U 7V-;U 90mg, l-Xx;U-3-(3->^ 
WayyoEJ^My-f = KHfilMfc 130mg, l-tZ-frVU v> 60mg SrJP 
A, liT 18 P3Mft#L&. R**C«aiPiSiK7K*^hU>7A*»«i&Jin^, 6*8 

muz&£Lrco ^^y'j*yjW7A^o7hy77^- <$mn*jpA-** 

y-JUCT^ffi) ICTffiSJtfc. #e»nfc«3 l90mg£?nm*>l'A5inl K»#U 
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4NHcvmm^)vmmo.5m\ £in*, t£T»if:. *§&£M£u £g££x*/ 
7 : j >-i-< ;i/>2-^-^ y xx u f>]-i-(i-7i -;u-s- hU7Mo^ ?-)\,-\h- tr 

7 y-JM-#^#x;U)-2,3,4,5-X h7k KD-l//-l-^>y7-tf kf >-^m 190mg £ 
4) o 

4-1 

(Z)-(l-{[4,4- v 7 M 7 x X JI/-5- hU7^P^ xJM//- tf 5 v /-;U-4-* ;U 
^-;i/)-2,3,4,5-T-h7t:HP-l//-l-^>y7Hft>-5--f Uf>]7t^}4-lf^U ^ 
Jl^Mx^ 

4-2 

(Z)-2-(4-{[4,4- 7 )V3T a 7 x X JI/-5- h'j7 JU:fr □ * tf 7 % /-;i/-4-# 

;i/#x;i')-2,3,4,5--r h7fc Ha-li/-l-^>y7ifhr>-5-< Uf>]7t^}h!^7y 

>-i--f;i/)x^y-;i/-^g?^ 

^JK0<J 4-3 

(ZH4-{[4,4-> ? ^ ji^ □ -i-(i-7 x x;u-5- hU7Mn/ x jm//- tr 7 y- JI/-4-* ;u 

*-^)-23,4,5.f h7t HD-i//-l-^>y7-fe*e>-5-< U7 f >]7-iz5 L ;U}tf^7v>- 
Hffi^J 4-4 

(z)-3-(4-{[4,4- v 7 d-i-(i-7 xx;u-5- h'J7Mo^ x;i/-i//- tf 7 y-;M-# 
>-\-'()\>)7'urt>-\-*-)\,-imM 

$m®\ 4-5 

(Z).3.(4-{[4,4- y 7 J W P-l-(l-7 1 r Jk5- h U 7 )V*U *?-)V-\H-\Z yV-Jl-4-tl 

;U#x^)-2,3,4,5-t- h7th' u-m-\^y^7M tf >-5-< U x >]7±^)V} v 

>-i--r^)7°otf:*>$?7a H-tBWfi 

4-6 
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(Z)-4,4- ->* 7)l*U -l-(5-* 5 1 JM- 7 x k° 7 ;U-4-# ;i/#X JU)-5-[2-(4- ^ 

5=-;UtT ^7-/>-l-<Jl')-2-t : l : VIf l J x>]-2,3,4,5-X h 7 t H □-li/-l-^>V7-tf 

«#J5 («5) 

(Z)-(l-{[4,4- v 7 0-l-(4-^ ?)V-2. 7 x - JUf 1 7 V*-;U-5-7J ^#X;U>2,3,4,5-T- 

h7th*n - > v 7-tf tf >-5--f UT>]7t ^;U}-4- tr^ >j s?;u)»»x^;u 

150mg ©X^ 7 5ml \Z IN 7K»fk± h U £ ATMS* 1ml ^iPA, ^fiT 18 R# 

&M»*<£(z)-(i-{[4,4-v7;u:tP-i-(4-*^ 

2,3,4,5-xh^k FP-l//-l-^> > /7-tftf>-5-'T Ur>]7tf ^}4-^'J 
120mg 

*JfcW5tn*O*tttT«T©*lt0!Mt^« (St 5 ,£4) 5-1,5-2,5-4 
*M0fl 5-3 5 ) 

(Z)-3-(l-{[4,4- 7 JU* □ -l-(4- * ^;U-2- 7l-;^77- ;P-5-* Jl># x;i/)-2,3,4,5- 
fh7t KP-ltf-l-^>V7-tftf>-5-< Uf>]7t^}-4-e^'J'>Vott> 

is 

*J£^J5-25 (*4) 
(ZHH[4,4-^ 7 JM- P -l-(l-7 x ~ )V-5- HJ 7 JM" P * ^)W\H- \L 7 JM-* )V 

-R-frywfi-y- h^t h*p-iH-i-^> % 77-tfe>-5-'f UT ; >]7-fe5 1 ;u}-4-e^u v 

»#I6 (£8) 

2-7xZ^7 > /-JM-*J^>'ll 250mg ©y^OD^^ >jgf& 15ml tC, ME 

fc. *ftTl»m SIT 30 ftmWL1t'&. SS£7-fehxHJ 
JHOmltCiStfU fcJ&TKlT, (ZM4.4-V 7 JU*P -2,3,4,5-7- h5t KP-l/M-^>*/ 
7-tf tT>-5-< U 7'>)Sf$f* 250mg> h U X^^7 5 > 170 1 hx h U )V 
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mm i5mi K?rFLfc. Kj&mz^ur 2 mm. 5o*cict3b#kwl/c. Kfom\z 

fn&l^KKTifcitK MT^^AKTfti&ft, ^SrSiL^o ft]#CDg|£ 500mg 
£**y-;H0ml iCi&j^U 1^7K^b^hU^A7K^?S3ml $rJ5P^., ^2ST 18 B# 

ttK 10ml iCTttttfcU RttX^tCXatBLfc. MJf £»£&7kKTft#, 
ffi®-7^y-)AI:«l, »a«rS5fet/t. 83 400mg &fh7tHD77> 
10mHC»#U 1-fc HD + v^>^/h'J7y-;i'210mg, MfJM-(3-y^f J1^7$ 
J-JuMfrytoM'M 5. K— iftKJfi 280mg, 4-(2-75. / X^JU^^U > 210 u I 
£iOA, MT 18 P#IH«#Lfc. Kfcmz&fti&mymi- h U ^7ki£i& 50ml £flD 

*©(Z)-[4 i 4-^7^*D^-7x-;i^7y-;U-4-*^=JU)-23.4^-f' ^th'D 
-l//-l-^> x /7"tf tf >-5--T Ut^-W^J^'J /^)SS7i I 4 90mg 

($6) 

5-x^;i/-i-7xx;i/-i//-tf^y-;M-*;u#>^ isomg cy^DD^^M 

10ml \Z, fmm<D Ntf-VtJ-lV-fcfrkT* F TkfrT, iL^^+f'J^ 

150« lSWTLfc. SllcMWeM^Ml^l/fcft. 

£v?PD**>10ml C»#L, Sk&TCT. (Z)-4,4-v7;U*D-5-[2-(4-*^tf^ 
7 v > -1- -f )l)-2- t^VIf'JT> J-2,3,4,5- 7h7tFD -1//-1- *>*J7K\Z> 
180mg ©y^DP^^^ 10ml fcJTFLfc. Effctf&SfflT 3 Hlffllft#Lfc£, 

7A7D7h^77^- (^□P-*;UA-^^y-;HCT»tH) KTllttLfc. 
nfc38£20Qmg£IH»X3^l/2mlK»A¥U 4JVHCl/&I?X3 1 ;Uig& 0.3ml £iP*-. £ 
fiT*#l/fc. I/. SS^ylf^X-fJW^Wl. m&V)*<D 

(ZH^-v^^^-o-i-cs-x^jU-i-yxx^-iH-e^y-JU^-^^^x^U)^-^-^^ 
;Hf^7y>-W^)-2-t+yxf iJt>]-2,3,4,5-t h7tH P-l#-l-^>\/7-fc? tf 
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>Hfi8Bfi 150mg,£#7Co 



PCT/JP98/00916 



mmm7 tmm^mzx^Toymmmit^m (^6) Rt/msw 7-1,7-3-7-12 

6) ,7-13~7-29 (^7) ,7-30~7-48 (S8) ,7-49,7-50 (^9) <ZMt£^£t#7Co 
HSS0tJ 7-2 

(Z>4,4-y7;^D-5-[2^4-/fJ^^7y>-lW;l')-24+yx5 :| Jf>]-l-{l-7x 
l-^>y7iftf>-&8?& 

mmm 8 10) 

(Z)-[4,4-y7JWo-l-(4-/5 L ^-2-7 i-J^7V-JI'-5-*J^-Jl')-23,4^f h 7 
t FD-l//-l-^>y7-t*f>-5-'r U T>pif 1.19gCy7DO^^ >»« 100ml K 1- 
X^-3-(3-^^^;i/7 5y/Pt°>lU)*^^v<5 H-ig»lg 623mg, N-t KP*-> 
HA^IS-fS h* 374mg*fllA, SIT1 fc. S****«feLfc«, *S* 

**T^*'>^ATlS*Lfc. iI&iSLT#6n^l$$fh7kHD77> 
40ml ftftT, 7K^Wi7^^h'J^A 112mg ^JJP^., 0 < CT2 4P#M 

§S4LTHe.nfc^^y'J*7-*M7i.7DVh^77^- (tfllx^-'v* 
^yiZXmHi) KTttlSlU ife7 ; EJI^7 7 7tt@«:0(Z)-2-[4 ) 4-^7^D-H4^ 
^;U-2-7xx;U5 1 77-;i/-5-*;l'^x;i/)-2,3,4,5--r h y t H □-l//-l-^> , /7-tft?> 

-5--r u x >]x^ y -ji/ 230m g zntz. 
mmm 9 (a io) 

(Z)-2-[4,4-v7;U*n-l-(4-;>WP-2-7xX;^7V^^^ 
7 h H □■l//-lA> , /7^tf >-5-^ U r >]I^ y 150mg (DW UU >mm 
15ml tC, ft&T, HJX3MU75 >100 U 1. tt[fk^^>X;i/*-Jl/30 M i*UnA, 

bnfc?MS^-->7fMM7= K lQmlKliSflPU l-y^;Ut°^^v>390 w 1 
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*s)\,k- ; -Mzxmm \zxmm.Ltz. mmm&k* tuutshixsmwzmm 

>]-2,3A5-^ h7tK P-l//-l-^>77-ff e>Xlgi?^ 90mg 

nmms tnm<oi5mzx3mm9-\ (Sio) (&n) mt%®*%tz* 
mmm 10 ($11) 

It&?(Z)-2-(l-{[4,4- y7WD -l-(4- / JU-2- 7x-J^7 l /-JM-*J^-^)- 
2,3,4,5-r h^t KD-i//-l-^> 4 /7-tft!>-5--r Ux>]7-fe^}-4-tf^U v^)X? 
;p 120mg <£> 90%^ ^ -/ — 10ml (C, U ^ A 33mg SlniX., ^ZST 3 P# 

fc. 8S£vX9SH/X-7^J;0f§iMbU *lfe^*W(Z)-2-(l-{[4,4-v7JU^P-l-(4- 
/fJk2-7xZJ^77-i^5-*JH-^)-2,3,4,5-f h7k K P-l//-l-^>V7-tf k! 
>-5--T Ur>]7t^}-4-lf^U v;U)X^y-;HlOmg?rt#/io ' 

10 <h|WIfil077&(CT^^J 10-1 (31 11) . 10-2 m4) . 10-3 10) 

11 n) 

(Z)-JV-(1-^ > vJU-4- 1? ^ U y)l/)-[4,4-y*7^tD-l-(4^ fjV-2-7x-Af 77-^ 
-5.A;^-^)-U4,5-Th7k b*P-l//-l-^>77-tr e>-5--f Ut>]B*7S k 
500mgO^^PP^^>»«tl5mnz. tfiifb^K l-£ P DlfJl/ 88 1 £flnx., 

mmy 3.5 mmmftLtzo mmzg^L. **y-;u20mi &»o*. 50x^x2 ram 

27 



WO 98/39325 PCT/JP98/00916 

X^UTf ft* L . fcfit&*0(Z)-[4,4- V 7)\s*U -l-(4- * 3^-2- 7xZ^7 >J-)V-S- 
*;U^-;U)-2,3,4,5-T- h7hh* P-l//-l-^>7*7-fc?t!>-5-'f 'J x>]-Ar-(4-e^ U vJU) 
#®7 5 K-aHMft 273mg *%tz, 

MMffl 12 <M ll) 

(Z)-[4,4-v7JU^P-l-(4-^^;l/-2-7x-;i/^7^-;U-5-7j;l'^^;l/)-23,4,5-7 
t h*a-l//-l-^> < /7-fe*hr>-5-< Ux^-A^-tMU $W)»R7 5 b* 60mg ©y7 □ 
0>^>i§i5ml {C40%*JUA7;i/'7t H*»*70 tf I, 74 Hi, MJ7-feh* 
•>**{t*«7*-*- h U "7 A 30mg SiDASfflTlCT 6 ^MftJ*Lfc. S^SUcfiSfPft 

Ai?P7h^77^- (7PP*;i/A{CT$ffi) £T8f»Lfc. IStiSx-fMS 
&&fl; L , lfi»*©(Z)-[4,4-y*7J^O-l-(4-/fil'-2- 7 x ~ ;U^7 \/-^-5-# 
x;i/)-2,3,4,5-f- h7tF P-Mf-l-'OV/T'tf fc! >-5-< U ^f>]-N-(l-^)l-4-\f^) V 
;U)W«f7 5 h'53mg£t#fc. 

HJS#J 13 11) 
(Z)-{4-[({[4,4-v7;i/;f P-l-(4-*^^ 

fh7tH p-i/m-^ >*/7M\z >-5--f u T r >]7-tr^ 1 ;u}7 s / u v / > 

#;i/#>$? t-7=f-)V 420mg ©ifKX^;HS» 6ml (C 4JVHCl/MX^;l^8£ 660 « 1 
ftHOAMCT 1.5 0jf#L£o S««Eic:flafP^K**^h'J^A7K«F*S:llPx., 

*«E*«*Lfc. ^$x'J*W7A7D?h^77>f- 
(CT^ffl) ICT*»KU 4WHCl/»ttX5 1 ;U»«&fflV>*fitt«tUfc^ »x 
t , Mfe»*<0(Z)-[4,4-^ 7 ;!/:* P -l-(4- ^ 3^U-2- 7i^f7 V-JM- 
*;i/#x;U)-23,4>"5r h7t h*n-W-l-^>77-tf t?>-5-< U T ? >]-JV-[(4-e^'J -7 
;i/)^5 t JU]»»7 a H-it« 97mg £t#fco 
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mmm n tmm<D^m\zx^mm 13-1-13-4 (Ditsmzmc m 11) 0 



^tfom 14 11) 

h7th'D-W-l-^> , /7tT>-5-'f Ux>]7-b^;U}tf^U v>-4-* >200mg£>v 
6ml, 3ml O^^lCt K D^vJl/ 75 29mg 

*3i:^hUX^7 5>59 M l^iPA^STlCT22^Jt^tfco 

tH) ICT^SSlLito ?S£ £X-^l^b ISIMtU m&m*<D(Z)-4A-i?7 )V-*U-5- 

{2-[4-(h Fn+H5/) ^Uy;]-mvxfiJf>}-i-(4^^-2-7xz;kf 
7V-)l-5-t))U^=-)l)-2,3A,5-f- h7t Ha-l//-l-^>V7-fe* tT> 61mg 

15 11) 

(z)-i-{[4,4-->*7;w^a-i-(4-^^;p-2-7x-;i/^7y-;i/-5-*;i/^-;U)-2,3A5-x 

h7th' □ -1//-1-^ > V 7-tf hf >-5W U x >]7±.^)l} tT^ >J v >-4-* > 150mg £X 
^/-;H0ml (C*gfl?U MhH7->*K26mg^j!iaASDltT{CT9B#P B m^L/i. 

AT-(l-{[4,4- v 7 )V* U -l-(4-* x;i/-2- 7 x x;Ux7 V-)V-S-1l ;i/#X;i/)-2,3,4,5-X h 
7t Kn-i#-i-^>7*7-tf tr>-5.-r l Jx>]7irx^}tf^'J v>-4--T Uf >)th'5 
v h* lOOmg £t#/io 

UStS^iJ 16 (g 11) 

(Z)-4,4-y7^tn.5-{2-[4-(t 5 /)tf^'J ^/].2-t+Vl5 1| Jf>H- 

(4-/^;i/.2-7xi:;i/x7 > /-;K5-*;U^x;U)-2,3A5-x h7k KO-l//-l-^>^7-t* 

tr> 5im g ^^stkto 800 tru 800 M i (Dm&mmz^uizT s mmmw u 

7j-(? U □*;UA(CTl&ffl) (CT^SJL. Mf»*W(Z)-4 > 4-v7;i/^D-5-{2-[4-(7 
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-5-*;i/^-;i/)-2,3,4,5-X h 7 k H U-\H-\-iy*JTW> 36mg 



16 tEfcO^JfcfcT^JSflJ 16-1-16-3 11) . 

17 m 11) 

(Z)-[4,4- v 5 7 ;M" □ -l-(4-* X^-2- 7 x X;Px7 \/-;U-5-* JU^-^)-2,3,4,5-X h 7 

t Hn-i//-i-^> x /7-tf t!>-5-< Ux>]-iv-[(i-h , J5 1 ;u-i^-< 5yy-;i/-4-<;U)/ 

3-)\>]m&7 S h* 190mg (7) 90%MtK^^ 20ml 5: 60"CtCT 1.5 8ffflW.WLtZo 

(Z)-[4,4-v7;P^D-l-(4-^5 1 ;l/-2-7xX;^7V-^-5-^;U^x;i/)-23A5-xh^k 
HD-l«-l-^>y7-fe'tf>-5-< , JT r >]-JV-[(lH--f S^'Z-J^^/f^SKTS 
H HOmg 

H^J 17 i^O^fCTHM^J 17-1 Rtf 17-2 (3Hl) o 

nmm is (* u) 

(Z)-(l-{[4,4-v7^^P-l-(4-^^;U-2-7xX;i/5 1 7 N /->'l'-5-*;l'^X;U)-23A5-X 

h7t h*p-i//-i-^>y7-tftr>-5--f Ux>]7-t5 L ;4-4-t!^>j> 7 ;i')-^-/ h+v-jv- 

^WkfrJl'St^KTS H 140mgtf>"r h7t KD7 7>M 10ml Jl. -30*0 1.05W 
^5 L JUU^7A/xX5 1 ;i/X-7 1 ;UM280 At l ZM&tz. 40#£#K:, ±fE(D*3Ml' 
U^Ai§SS200 M 1 fcft]*.fcj&«&," -30rKT3l$FiS!J£#L/2:. gjtSiKH, 1JV&& 
£JDx.> fflflfcx^Til&iiJLfc. #»H£fiSfnfttfoKK:Tifei*&, «S*«-7^*'> 

□ JfcJkMCTfctti) CTflffil, ^«fe7 : E^7 7X«@^CD(Z)-4 ) 4-v7;U^-P-5- 
[2-(4-7-fe^;U "J "7 / )-2-tf* V Xx U x >]-l-(4-^ x;U-2- 7 x XJUx 7 »/— ^-5- 
*;i/^x;U>2,3,4,5-x h7t h*D-l//-l-^>77-tf f> 20mg 



»0iJ 19 (£11) 
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t K D-l/M-^ >\/7if t? >-5-< 'J x >]WfWL 260mg ©f h7fcHP77 20ml 

\z, i-bHP+->^>VhU7^-;ni8mg, i-x?;u-3-(3-v^^;u75y^Dt!jU) 

fl)\,-&i>< 5 167mg, (>^^>^;U)[2-(4-e^U vJU)X^]7S > 600mg, 

hux^7^>3io n l^jnA. ^Ti8«ffi#L£« KmmzmuEmfcm-r 

hU«7A7KMSrSPA, ^X^HCTtttULfc. W^l£®*a&&7KKT&^ ®St 
10ml I3}£$U mt ; £&\-ZuujL3-)V(A u 1 SrflPx., MSiJitT 4.5 P^UtftLfc. 

i&&£g£U y?y-;nomi ^in^.ip^s»f[T4.5B#M^Ufc 0 ^u^r^mm, 

?KICT^^ l7K«7^y^Al:Tet, 7§&£@£L7Co $ £ £ -> U # ^* 
J^7A707hy77^- (^□□7tN;i/A-^^/-;KCT?§!±l) tCTffl83Ufc. 
#<=>ftfc$££ 22mg 0.1ml H^filU 4tfHCl/M^X^;H§8£ 30 1 £»P 

A, ^rFffi#Lfc. ^&£g£U f#-=>nfc@ft£3I&U &fif#*tf>(Z)-4,4-v7 

;u* o -5-(2-{4-[2-(^ > v;u7 s y >x^ju] tf ^ u v y }-2-^-+ vif'J x>)-i-(4-y 

fM-7i x;i^7 ;u^x;P)-2,3,4,5-7- h7bHO -ltf-1-^ >V 7-tf tf > 

— 14mg SrtfTCo 

$mm 20 ii) 

(Z)-[(i-{[4Av^^^°-i<4-y^;u-2-7xx;i/^7y-;M-7j;u^x;i/)-23A5-x 
h 7 t Kn-i//-i-^>y7-fcft:>-5-< 'Jx>]7ir5 1 ;i/}-4-t!^U U 7JI^p 

7-b^;i')7 S y ]MX^;i/250mg«X^ y-;U^^5ml ICSSi* U £ A 100mg<D7K 
^2ml^PA, MfCT3 BP«$L7c. i«fSi> 7k£flP*., MXtMUCT 

ft#Lfc (tJt^A) . 7K«^^ml, Mx^^fcxttffitfco ^mmzmm-k 
&*izT$t&m. mfctim^v^i/v^zTi&mL, ®&&%£Ltc 0 nzntzgaz 

£3®U ifi7^Jl/77XtB*©(ZHa-{[4,4-v7j^D-l-{4-/fJl/-2-7i-Jl' 
^7^-;l'-5-^;U^XJl/)-2,3,4 ) 5-xh7t h* d-l/M-^>\/7if tf>-5-< Uf>]7 
-fe^UH-tf^U v;U)(h U y)V^u7±^-)V)7^ y]^60mg £t#fco 

21 11) 
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$&m\ 20 oi^#iA^bo.5 Nfflst\zxmm\sit. mzntcfcmzj )it> uttftu 

[(i-{[4,4- v-7)V*u -i-(4- y ^;u-2- 7 x - 7 V*-;k-5-# ;l/^-;U)-2^,4,5-T h 7 

t k d-i//-i-^ > y 7-tf e >-s--f u r >]7-b^H- 1? ^ u v;i/)7 s y ]Hf&x^;i, 

30mg £f#fc. 
HJfi^J 22 11) 

(ZH(l-{[4,4-v7;U#0-l-(4-* ^;U-2-7 i-J^7 7*-JU-5-# Jl^x;i,)-2,3,4,5-T- 
h 7 1 H P -ltf-1-^ > V* 7 tf tT >-5-^ U x >]7-fe^;U}-4- tf ^ U h 'J 7 )V* □ 
7-fe^^)7 a y ]^^X^J1/ 240mg ©X^ y-Jl/gt 5ml U "7 A lOOmg £>7K 

4ml Sill*.. 40 < CHTl8P#M^b/i o Ltf i&$?£JlQ;i. It®X:f- 

;H— r^«kOttft<bb. atfe»*©(ZH(l-{[4.4-*>'7MD.i-(4-^f^2-7i- 
JP5 1 7\/-;U-5-*;U^x;i/)-2 > 3,4,5-"r h7t KD-l/f-l-^>V*7-tftf>-5-< Uf>] 
7-t^U}-4-e^U y^)7 5 ✓*]»»40mg Sr#fc. 

»0J23 (^11) 

(Z)-(l-{[4,4-^7;U^D-l-(4-y^^-2-7xX;i/^7y-^-5-*;i/^x;U)-2A4>x 

h7t FD-i//-i-^>y7-t*e>-5-< •jx>]7-t^ l ;i'}ti^u v>-4--r Ut>)B8 

X^;H50mg<£^5mltC}ifi?L, «&8? lml £iDA. SOLICIT 18 WMWiI#L&. 

Ha7 7>10mHC»#b, l-kKP*^> , /h , J7^-;U60mg, l-X^;U-3-(3-v 
*3MP7$ ;^a^l/)*;^yM S FHfifctt 90mg. 28%7> : EX7tK 200 M 1 £ 

fin*., ifiT is fflPLfc s^iclMntfllfc**^ h U ^A*»**inA., BE 
^i&y | JijyM7A^oYhy77^- (Mx^u-^-y- 
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5h h*P-l^-l-^>y7iftr>-5--f Uf>]7t^l/}bf^'Jy>-4-< Ur>)ii7 
S h* 40mg *mZo 

mmm 24 (in) 

(Z)-4,4->?7^^a-5-{2-[4-(t HD*W 5 7) tf^'J 5V ]-2-**7 U x>}- 
l-(4-^5 1 ;l/-2-7x-;U5 L 7 % /-;l/-5-*JU#-JU)-2 ) 3,4 ) 5-X h5t HO-li/-l-^> % /7 
t* > 150mg 0fh7kFO77 >'1$W. 10ml l^K^Lx b 'J 0 A 47mg, 7 □ tWBJ 
75 h*58mg^iPA, 0 t Cf3T3l^r B W^Lfco 5ffifc£ffl&X? 1 ;UT#fRU t&fnlfc 
£*K:Tife8K »7^y7A(:«t, ?&&£®£L7c. ?£$£vU #x># 

fttzmZ$:zsJL3 u )l^-7-)l'£ OiSSHftU »fef»*CD(ZH(l-{[4,4-->*7;U^P-l- 
(4-/^;U-2-7xX;U5 1 7 x 7-;U-5-*Jl'^x;U)-2,3,4,5-x t h*D-li/-l-^>77-tf 
k!>-5-< U x>]7-fe^;l^} tf ^ U > 5 >-4-< U x >)7 *>]ffl&7 5 H HOmg £ 

24 tTOO^ffi^T^fS^ 24-1 fttf 24-2 0fl:£<to£ftfc ll) . 

25 11) 

(Z)4,4-y7J^D-5-{2-[4-(/f;i/75y) t^U y/]-2-t^7If 'Jf >}-l-(4- 

^ x;u-2-7 x - ;u^7 \7-;p-5-tj ;p#x;U)-2,3,4,5-x h7th* p-w-i-^ > 77if e 

>200mgO7'feh-h , JJPiS*5mllw^K* , J^A30mg. ^□^Bt&XxJl' 50 I 

RKx^ucxittttiLfc. W«IJi*fiaiP^*fi*»cT«c», iffl67n>"?Ai:Tft« 

JgME&SSL/t. i$5y'J*yiW7A^D7h^77^- <*po*;kk- 
^^y-JH:ti§tB) CTfMSLfc. 85ftfc££ 200mg ^7DO*M 10ml \z® 

nfcJS**x^y-ju-^x^;ux-x;i'<kOiBS^b, «Sfe«»m©(z)-[(i-{[4,4-^ 

7;U^P-l-(4-^x;U-2-7xXJ^77-^-5-^;U^x;U).2,3A5-x h^k HP-W/- 
tttttt 140mg 
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mm 26 m n) 

(Z)-4,4-~>*7 )V^U-\-{A-^)V-2-y n-)\,^7V-)l-5-t> )VX-)\,)-5-[2-ttV -2- 

tf^7v>-i-'f ;u)x^u x>]-2,3,4,5-x h7th* □-i//-i-^> , /7-t*e> 

22Omg0xh^t: HP7^>^8ml tC. ft&T. 7K*^ h 'J "7 A 40mg £in*.. 

2-7 x - ;t^7 7-;u-5-# ;i/#n;i/)-2,3,4,5-x K7kK p-i//-i-^ > 77-fe* t: >-5--r 

'J 7^>]7-fe^;U}-2-^+7 tf^7> 5 >-l--l' JU)S1^ 90mg Z'&tCo 

"$mm 27 (^n) 

26 CDifc#$B££§fn:fei£7kfc:Tft^ Bit®?T7*:/7A{CTii&4m ^ 

;i4CTj§ffi) (ZT^Lfe. *#6*lfc@#£3irxU ifi7 ; EJl'7 77ttSI*©(Z)- 
(4-{[4,4-y7Jl'tn-l-(4-/ f JK2-7x-J^7 , /-Jk5-i3J^-i^-2 ) 3,4,5-f h7t 
h*P-l/f-l-^>77t:t°>-5-< Ux>]7-fe^}-2-:**y e^5v>-l--f ;U)@t$?X 
^ 80mg£t#fc o 

28 11) 
(Z)-3-(4-{[4,4- v 7 P -l-(4- * 
rh7t h*P-lH-l-^>77-tft°>-5--f 'Jf>]7-fefJH^^7y>-WJl')-3-t+ 
77°Pt^>g? 190mg £ 50°C\ZTffig.$imLfCo 38$ &WxfJW:Ti{H Lfco 

tlfcSS&^ffiL. ffife7 ; &;i'7 77«Elft:(D(Z)-4 ) 4->'*7;U^P-5-[2-(4-7-t^tf 
^7y>-l-^;l')-2-t+VXfUf>]-l-(4-^fJU2-7x-^5 1 7 , /-Jl'-5-AJl'*Z 
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JU)-2,3,4,5-7- h7tH 0-l^-l-^> % /7iftr> 20mg 
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MffiM 29 11) 

(Z)-3-(l-{[4,4- V 7 Jk* P-l-(4- * ^;i/-2-7 x - V-;U-5-* JU^ - Jl/)-2,3,4,5- 

xK7hh*a-li/-l-^> > /T-tftf>-5--r Ux>]7-fe^;U}-4-tf^U v;P)-3-^+vy 

□ tf^->^X^U400ingCDxh^t: b*P77> : X^7-^ (l:l) MlOmlH> 7K^ 
{kf5o^^h'J^A36mg^*n^> ^ST, 28l$P B t H8#b£. g«i$iS?IfJU:T 
WRU fflfn#!fi#K:T8fcitK BlffltT^S/^AICTtttt^ IISSiLt 8* 

ilLL ft&nfcasssBtu iife7 ; E;P7 7X^@^(z)-i-(i-{[4 ) 4-> f 7;i/^ 

□ •l-(4-^fJb-2-7i^il'f7 , y-Ji'-5^J^-^)-2,3 ) 4,5-f h 7 t KP-l/M-'O 
4 /7ift!>-5-1' U x>]7-fe^JU}-4-e^'J v;l')7°a/t>-l,3-> J ^-JK29a)300mg4o 
t t^lfi7tJl/77Xtt@ftqZ)-3<l-{[4 ) 4-y7;l/tP-l-(4-^fJ^2-7i-^7 
^-;i/-5-^;P^X;i/)-2,3,4,5-x h 7 1 H P-l/M-^>\/7if e>-5-< 'J X>]7-fe5f 

;i/}-4-tf^u ^;P)-3-t: h*p^v7*a kf*>^x^;i/(29b)90mg£#£:o 

£*0CTIiUT©*i***T*. Rf. Ex. : Xffiffln. Sal 

(Free*) , For.: tttf, NMR : mm&v&XW 0* 
lEKtl^RRyTMSrtaWl*) . m/z :KS5Wrtt (m/z) , pbw. : 
5fc. a mo. : &fe7 ; E;U7 7 7. oil. : Mfeifctt, y p o w. : S&3tfef»5fc, o 
pow. :StSfe*»*s yamo. : SfcHfe7 : E<H/7 7 7„ oamo. : «»fe7^ 
7 77.. Me : tJ-frm. E t : X^Ug, Pr :7*PeM. i P r : <f V^P tf 
Ac : 7M^-)Vm. B o c : t e r t -7>**>a;M*=.;U»» T r : HJf" 
;US, B z I : 'OvWS. 
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Rf. 


For. 




1 


pow. 


NMR: (CDCI3); 2.3-2.8(5H,m), 3.3-3.6(3H,m), 3.6-4.1 (3H,m), 6.23( 
1H.s), 6.5-7.3(4H.m). 


2 


amo. 


NMR: (CDCI3); 2.32(3H,s), 2.41 (3H,s), 3.5-3.8(2H.m), 3.9-4.0(1 
H,m). 5.89(1 H,s), 7.1-7.4(6H.m). 7.65(2H,d). 


3 


pow. 


NMR: (CDClg); 2.33(3H f s), 2.4-2.6(1 H,m), 3.3-3.8(3H,m), 6.23( 
1H,s), 6.5-6.9(2H,m), 7.0-7.3(2H.m). 



312 




Ex. 


Ri 


A 


Sal 


For. 




1 


-OMe 


Me 




amo. 


NMR: (CDCI3); 2.43-2.63(5H,m), 3.27(1 H,br) t 3.81 (3H,s), 
cno/iUhr\ «91/1Wc\ fiQQMHH^ 7?4-7 28(1H 

m), 7.36-7.45(5H.m), 7.68-7.70(2H.m). 


1-1 


-OMe 






amo. 


NMR: (CDCI3); 2.41(1H,br). 2.74(1 H.br). 3.28(1 H.br), 
3.83(3H.s), 5.00(1H,br), 6.18(1H,s), 6.9-7.0(2H,m 
), 7.3-7.6(8H,m). 


1-2 


-OMe 


Me 

Xr 




pow. 


NMR: (CDCI 3 ); 2.3-2.5(1 H.br), 2.54(3H,s), 2.6-2.8(1H. 
br), 3.2-3.3(1 H.br), 3.79(3H,s). 5.03(1 H.br), 6.1 5( 
1H.S), 6.21 (1H.S), 7.06(1H.d). 7.3-7.5(8H,m). 


1-3 


-OMe 






amo. 


NMR: (CDCI„); 2.15-3.00(3H,br), 3.30(1H,br), 3.80(3 
H,s), 4.98(1H,br), 6.12(1H.s), 7.06(1H,d), 7.14-7. 
58(8H,m). 


2 


-OH 


Me 




pow. 


NMR: (CDCy; 2.64(3H,s). 6.24(1 H,s), 7.00(1 H,d). 7.25- 
7.46(7H.m), 7.6B-7.70(2H,m). 


2-1 


-OH 






amo 


NMR: (CDCU; 2.44(1 H.br). 2.79(1 H.br), 3.29(1 H.br). 
4.99(1 H.br). 6.22(1 H.s). 6.9-7.0(2H.m). 7.3-7.5(8 
H.m). 


2-2 


-OH 


Me 




pow. 


NMR: (CDCI 3 ); 2.3-2.5(1 H.br). 2.54(3H.S). 2.6-2.8(1 H. 
br). 3.2-3.3(1 H.br), 4.9-5.1 (1H.br). 6.1-6.2(2H,m), 
7.07(1 H.d), 7.3-7.5(8H,m). 


2-3 


-OH 






amo. 


NMR: (CDCI3); 2.37(1 H.br). 2.84(1 H.br), 3.30(1 H.br). 
5.00(1 H.br). 6.17(1 H.s). 7.18-7.60(9H,m). 
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313 




Ex. 


Ri 


Sal. 


For. 




3 




HCI 


pow. 


m/z: 553(FAB,M + +1) 

NMR: (DMSO-de); 2.4-2.5(1 H.br), 2.50(3H,s), 2.9-3.4(4H,m), 
4.CM.4(4H,m). 4.08(1H t br), 4.42(1H,d), 4.83(1H,br), 5.38( 
1H,br), 6.80(1H,s), 7.15(1H,d), 7.33(1H,t), 7.4-7.5{4H,m), 
7.64(1H f d), 7.73(2H,d), 10.86(1H.br). 


3-1 


-■O 0 




amo. 


m/z: 522(FAB,M + +1) 

NMR: (CDCI3); 1.60(3H,br), 2.51-2.54(6H,m), 2.64(4H,br), 3.8 
4(2H,br), 6.40(1H,s) ( 7.01 (1H,d), 7.26-7.46(6H,m). 7.68-7. 
70{2H,m). 


op 

Ore. 






amo. 


m/z: 524(FAB,M + +1) 

NMR: (CDCI 3 ); 1.5-1.6(2H,m), 1.8-1.9(2H,m), 2.3-2.6(1 H.m), 2 
.63(3H,s), 3.32(2H,br), 3.7-3.8(2H,m), 4.0-4.2(2H,m), 6.34 
(1H,s), 6.98(1H,d), 7.2-7.5(6H,m), 7.70(2H.d). 


3-3 






pow. 


m/z: 551(FAB,MVI) 

NMR: (CDCy; 1.65-1.80(2H,m), 1.85-2.00(2H,m), 2.39-2.47(2 
H,m). 2.63(3H t s). 2.84(1H,m), 3.18(1H,m), 3.94(1H,d), 4. 
56(1 H t br), 5.41-5.50(2H,br), 6.32(1 H,s), 6.98(1 H,d), 7.24( 
1H,m), 7.34-7.42(4H,m), 7.45(1H.m), 7.68-7.70(2H,m). 


3-4 


/ \ 

-N N-Me 
V / 


2HCI 


pow. 


m/z: 523(FAB,M*+1) 

NMR: (DMSO-de); 2.4-2.5(1 H,m), 2.54(3H,s), 2.79(3H,s) ( 2.9- 
3.3(3H,m), 3.45(2H t d), 3.64(1H,br), 4.09(1H,d), 4.43(1H,d 
), 4.83(1H,br) f 6.80(1H,s), 7.14(1H,d), 7.33(1H,t), 7.4-7.6( 
4H,m), 7.66(1H.d). 7.73(2H.d), 11.58(1H,br). 


3-5 


~ N \ / N ~ Et 


2HCI 


pow. 


m/z: 537(FAB,M + +1) 

NMR: (DMSO-de); 1.27(3H,t), 2.76-2.94 (2H,m), 3.16(4H,m) t 3. 
51(2H,m), 4.10(1H,m), 4.44(1H,d), 4.90(1H,br) t 6.79(1H.S 
), 7.15(1H,d), 7.34(1H,t), 7.42-7.48(4H,m), 7.62-7.64(2H, 
m), 11.20dH.br). 


3-6 


/ — s 
-N N-iPr 

\ / 


HCI 


pow. 


m/z: 551(FAB,M + +1) 

NMR: (CDCIJ; 1.4-1.5(6H,m), 2.73(3H,s), 3.3-3.5 (3H.m), 3.77 
(1H,t), 4.34(1H,br) t 4.73(1H t d), 6.42(1H,br), 7.01(1H,d), 7 
7.3-7.5(6H,m) t 7.86(2H.d), 12.97f1H.br). 


3-7 




2HCI 


pow. 


m/z: 553(FAB,M*+1) 

NMR: (DMSO-de); 2.88-3.08(2H ( m). 3.25(6H t br), 3.55-3.58(2H 
( m), 3.79(2H f br), 4.09(1H.m), 4.40(2H.d). 6.79(1H.s). 7.1 
5(1H,d), 7.33(1H,t), 7.44-7.48(4H,m), 7.64(1H.d). 7.73(2H 
,d), 10.60(1H t br). 


3-8 




2HCI 


pow. 


m/z: 567(FAB,M + +1) 

NMR: (DMSO-de); 2.44(lH,m), 2.51(3H.s). 2.99(1H.m). 3.36(2 
H.br), 3.54(2H,d), 3.76(3H.br), 4.10(1H,m), 4.35-4.60(8H. 
m) t 4.83(1H,br), 6.80(1H,s), 7.15(1H,d). 7.33(1H.t). 7.40- 
7.50(4H.m). 7.65(1H.d). 7.73(2H,d), 1 1.32(1H.br). 


3-9 


—H N-Me 


HCI 


pow. 


m/z: 537(FAB,M*+1) 

NMR: (DMSO-de); .2.51 (3H.s), 2.71(3H t s). 6.81(1H,s), 7.14(1 
H.d). 7.2-7.6(6H,m), 7.6-7.7(2Km), 10.9-1 1.2(1 H.br). 
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3-10 




2HCI 


pow. 

i 


m/z: 567(FAB,M*+1) 

NMR' fDMSO-d«V 1 8-1 9f2H rrri 2 50(3H.s). 3.0-3.3(2H. 
m), 4.0-4.1 (1H,br), 4.43(1H,d), 4.8-5.0(1 H.br), 6.79(1 
H,s), 7.14(1H,d), 7.3-7.5(5H,m). 7.63(1H,d). 7.73(2H, 
d), 11.27(1H,br). 


3-11 


/ — \ 

— / ^CONH, 


2HCI 


pow. 


m/z: 566(FAB,M*+1) 

NMR- (DMSO-d«V 2 51(3Hs). 3.17(3H,br), 3.54{1H,br), 4.02 
(2H.S), 6.79(1H,s), 7.15(1H,d), 7.31 -7.35(1 H,m), 7.42-7.5 
0(4H,m), 7.63-7.66(1H,m), 7.72-7.74(3H,m), 8.09(1 H.br). 


3-12 


v — ' CONH, 




pow. 


m/z: 565(FAB,M + +1) 

NMR: (CDCy; 1.1-1 .3(3H,m), 1,81 (2H,d), 2.1-2.2(3H t m) f 2.3- 
2.7(3H.m), 2.63(3H f s) t 3.13(1H,t), 3.87(1H,d), 4.62(1H,d), 
5.52(2H t d), 6.33{1H,s) f 6.98(1H,d), 7.2-7.5(6H,m), 7.70 
(2H,d). 




— N N^"^ 
\ / 


tnul 


J-MJW. 


m/z: 580(FAB,M*+1) 

NMR: (DMSOkIb); 2.58(3H.s), 2.67(2H.d), 6.11(iH,s), 7.09-7. 
16(2H,m), 7.31 -7.36(1 H.m), 7.41-7.46(4H,m), 7.63-7.65(2 
Hm) 7 79-7 74 (2H m) 

l\ , 1 1 1 J ( f . # C *.f"T ^£.1 1,111/. j 


3-14 


\ f 


HCI 


pow. 


m/z: 595(FAB.M*+1) 

NMR: (CDCIj); 2,.44(3H,s), 3.12(2H,m), 3.34(2H,m), 3.48(1 
H,m), 3.66(1H.m). 3.75(3H,s). 4.74(1H,d), 6.32(1H,s). 
7 01 M H dl 7 2-7 5(6H rrrt 7 69(2H d) 


3-15 


v / 


- 


amo. 


m/z: 623(FAB,M*+1) 

NMR: (CDCI 3 ); 1.29(3H,t), 2.63(3H,S), 4.21 (2H,q), 6.32(1 H, 
7 00(1 HdW 3-7 5(6H m) 7 69(2H.d). 


3-16 


H 


HCI 


pow. 


NMR: (DMSO-de); 2.49(3H,s), 2.78(3H,s), 2.79(3H,s), 3.12-3. 
18(3H,m), 3.52(2H,br), 4.22(2H,br), 4.86(1 H,br), 6.61 (1H, 
si 7 09MHdl 727-7 31(1Hm) 7 42-7 47(5H,m), 7.75-7. 
78(2H,m), 8.62-8.65(1 H,m). 


3-17 




- 


amo. 


NMR: (CDCl 3 ); 1.5-1.7(2H,m), 1.8-1.9{2H,m), 2.3-2.7(1 H.br), 
2.63(3H,s), 3.3-3.4(2H 1 m), 3.7-3.8(1 H,m), 3.9-4.2(2H,m), 
6.34(1H,m), 6.98(1H,d), 7.2-7.5(6H,m), 7.68(2H,d). 


3-18 




- 


amo. 


NMR: (CDCIJ; 1.6-1.7(4H,m), 2.65(3H,s), 3.4-3.5(2H,m), 3.6- 
3.7(2H,m), 6.32(1 H,s), 6.72(1 H.br), 6.99(1 H,d), 7.2-7.5(6 
H,m), 7.68(2H,d). 


3-19 






amo. 


NMR: (CDCIJ; 2.64(3H,s), 3.5-3.6(4H,m), 3J-3.8(2H,m) 1 3.9- 
4.0(2H ( m), 6.49(1H,s), 6.99(1H,d), 7.2-7.5(6H,m), 7.21(2 
H,d). 


3-20 


f N-bZl 


HCI 


DOW. 


NMR: (DMSO-de); 1.85-1.98(4H,m), 2.48(3H,s), 2.99-3.1 5(3H, 
m), 3.31-3.33(2H,m), 3.81-3.90(1H,m), 4.23-4.32(2H,m), 
6.53(1 H,s), 7.07(1 H,d), 7.25-7.29(1 H,m) t 7.39-7.51 (8H,m), 
7.62-7.64(2H,m), 7.74-7.75(2H t m), 8.51 (1H,d). 


3-21 




HCI 


pow. 


NMR: (COO\ z )\ 2.1-2.2(2H.m), 2.2-2.3(2H,m), 2.63(3H t s), 2.8- 
2.9(2H t m), 3.3-3.4(2H,m), 3.7-3.9(4H,m), 6.45(1 H,s), 6.92 
(1H,d), 7.2-7.4(5H,m), 7.55(1H,m), 7.73(2H,d), 8.44(1H,m 
), 12.08(1 H.br). 
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3-22 




HCI 


pow. 


NMR: (DMSO-dJ; 1.6-1.8(4H,m), 2.50(3H,s), Z9-3.0(2H,m 
), 3.1-3.2(2H,m), 3.33(3H,br) t 3.4-3.6(4H,m), 6.59(1 H, 
s) t 7.08(1 H.d). 7.3-7.5(6H,m), 7.76(2H,d). 8.65(1 H,t), 
iu. loi in t Drj. 


3-23 




- 


pow. 


NMR: (CDCI3); 1.2-1.4(2H,m), 1.5-1.7(2H,m), 2.3-2.5(1 H.br 
), 2.64(3H,s), 3.8-3.9(4H,m), 3.95(2H,m) t 6.28(1 H,s), 
fi QflM Hd^ 7 3-7 5f6H rrri 7 68f2H (fl 


3-24 




HCI 


pow. 


NMR: (CDCI3); 1. 98-2.1 9(4H,m), 2.62(3H,s), 2.87(2H.br), 
3.11 -3.1 4(2H,m), 3.30-3.51 (5H,m). 3.97(2H,br), 4.24(2 

1-1 hr\ 4 Qc:/1 U Kr\ A **QM H c\ fi Qd/1 H rft 7 H rrri 

n.Di;, *t.yo\i n.Dr/, o.o«?\in,s/, o.s7niin,uj, t .tco\\n t \\\) 
, 7.33^7.41 (4H,m) > 7.52(1 H,m), 7.69-7.72 (2H,m), 7.87( 
1H,t). 




-o 




amo. 


NMR* (CDCUV 1 55-1 66(12H m) 2.63(3H,s). 3.46(2H,br). 
6.33(1 H,s), 6.98(1 H,m), 7.34-7.42 (5H ,m) ,7.45 (1H,m), 
7.68-7.70(2H,m). 


3-26 


M O 




amo. 


NMR: (CDClj); 2.63(3H,s), 3.5-3.6(2H,m). 3.6-3.7(6H,m), 

e on/I U o\ fi QQM H d\ 7 0.7 5ffiH m\ 7 RQfPH rft 


3-27 




- 


amo. 


NMR: (CDCI 3 ); 1.25-1.32(2H,m), 2.63(6H,br), 3.80(2H,br), 
6.30(1 H t s), 6.99(1 H.d), 7.28(1 H,m). 7.34-7.41 (4H,m), 
7.44(1 H,m), 7. 68-7.70 (2H,m). 


3-28 


-N^^-OMe 


- 


amo. 


NMR: (CDCI3); 1.57(3H,br), 1.61-1.63(2H,m), 1.83-1.87(2H 
,m), 2.63(3H,s), 3.36(6H,br), 3.36-3.48 (2H,m), 3.70(1 
u m \ c Q7M u rf\ 7 oqm Hm\ 7 34-7 42J5H rrri 7 45f 

1H,m), 7.68-7.70(2H,m). 


3-29 


H0-\ 

W 


- 


amo. 


NMR: (CDCI3); 1.5-2.0(4H,br). 2.3-2.7(2H,br), 2.67(3H.s). 
4.5-5.0(2H,m), 6.2-6.5(1 H,m), 6.97(1 H.d), 7.2-7.5(6H, 


3-30 


/-OH 

-o 


- 


amo. 


NMR: (CDCI3); 1.5-2.0(4H,br), 2.3-3.0(2H,br) t 2.63(3H,s), 
3.2-3.4(2H,br), 4.9-5. 1(1H,br), 635(1 H,d), 6.97(1 H,t), 7 
.2-7.5(6H,m), 7.69(2H,d). 


3-31 


/ — \ OAc 




amo. 


NMR: (CDCy; 1.57(4H,br), 1.77(2H,m). 1.91 (1H,m), 2.05( 
3H,s), 2.63(3H,s), 2.69(1 H,m), 3.11(1H,t), 3.90(1 H.br), 
3.94(2H,m), 4.65(1 H,m), 6.98(1 H.d), 7.23-7.27(5H,m) 
, 7.45(1 H,m), 7.68-7.70(2H,m). 


3-32 




- 


pow. 


NMR: (DMSO-de); 0.98-1.1 8 (2H,m) f 1.52(2H,br), 1.64-1.72 
(3H,m), 1.99(3H,s), 2.52(3H,s), 2.59-2.65(1 H,m), 3.02 
(2H,br), 3.85-3.88(1 H,m), 4.04(1 H.br), 4.35(1 H.br), 4.7 
0(1H,br), 6.78(1H,s), 7.12(1H,d), 7.29-7.33(1 H,m), 7.4 
1-7.54(on,m), 7.7o-7.ou^n,mj. 


3-33 


-N^^-NHBOC 




yamo. 


NMR: (CDCIJ; 1.44(9H,s), 1.89-2.1 1(4H,m), 2.63(3H,s). 2. 
77-2.83(1 H,m), 3.16-3.23(1 H.m), 6.32(1 H.s). 6.98(1H, 
d), 7.18-7.44(7H,m), 7.68-7.70(2H,m). 


3-34 






pow. 


NMR: (DMSO-dJ; 0.84-0.88(1 H,m), 1.22-1.40(4H,m), 1.74 
-1.79(4H,m), 2.52(3H,S). 2.85(1 H.br), 3.21 (2H.br), 3.8 
1(2H.br), 420(1H,br), 4.82(1H.br). 6.81(1H.s), 7.13(1 
H,d), 7.29-7.33(1 H.m). 7.41-7.49(4H,m). 7.54-7.56(1H, 
m), 7.74-7.76(2H,m), 7.88(1 H.d). 
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3-35 






amo. 


NMR: (DMSO-da); 1.11-1 .20(2H,m), 1.45(9H,s), 1.71-1.78( 
3H,m), 2.63(3H,S), 2.65-2.75(2H,m), 3J25(2H.br), 4.12( 
2H,br), 6.07(1 H.br), 6.35(1 H.br). 6.98(1 H,d), 7.26-7.30 
(1H,m), 7.33-7.45(5H,m), 7.67-7.70 (2H,m). 


3-36 


- n OO 


HCI 


pow. 


NMR: (CDCIJ; 2.64(3H t s), 2.6-£7(1H,m), 3.1-3.4(4H,m), 4 
.0-4^(3H t m), 3.4-3.5(2H,m), 4.8-4.9(1 H,m), 6.34(1 H,s) 
, 7.00(1H,d), 7.2-7.5(6H t m), 7.70(2H,d). 


3-37 




- 


amo. 


NMR: (CDCI3); 1.57(3H,t), 1.68-1.74(2H,m), 1 .92-2.00(2H, 
m), 2.56(1H,m), 2.63(3H,s). 2.95(1H,br), 3.9-3.25(2H, 
m), 3.86(lH f m), 4.15(2H,q), 4.44(1H,br), 6.32(1H,s), 6 
.98(1 H,d), 7.25(1 H,m), 7.34-7.40(4H,m), 7.45(1 H.m), 7 
.70(2H,m). 


3-38 


/ — \ 

— N N-Boc 
\ / 




amo. 


NMR: (CDO,); 1.47(9H,s), 1.55(6H,br) t 2.63(3H,s), 3.49(6 
H.br), 6.32(1 H,s), 6.99(1 H t d), 7,33-7.40(5H,m), 7.43(1 
H,m), 7.68-7.70(2H,m). 


3-39 


/—v /— NHBOO 


- 


amo. 


NMR: (DMSO-dJ; 1.46(9H f s), 1.80(1H,br). 2.42-2.56(7H.m 
), 2.63(3H,s), 3.24-3.56(7H,m), 6.34(1 H.br), 6.49(1 H.br 
), 6.98-7.00(1 H,m), 7.23-7.30(1 H,m), 7.34-7.47(5H,m) f 
7.68-7.71 (2H,m). i 


3-40 


/ \ CN 

IN IN 

s / 


2HCI 


pow. 


NMR: (DMSO-dg); 2.52(3H,s) t 2.69-2.75(3H,m), 3.65(3H,br 
), 4.03(2H,br), 6.82(1 H,s), 7.13(1H,d), 7.30-7.34(1 H f m) 
, 7.41-7.49(4H,m), 7.60(1H,m) t 7.74-7. 76(2H,m). 


3-41 


— N N— ' 


HCI 


pow. 


NMR: (DMSO-de); 1.25(3H,t), 2.51 (3H,s), 3.19(4H,br), 4.24 
(2H,q), 4.30(2H,br), 6.80(1H,s), 7.14(1H,d), 7.31-7.35( 
1H,m) ( 7.42-7.50(4H,m), 7.63-7.65(1 H,m), 7.72-7.74(2 
H.m). 


3-42 


VJ* \=/ 


HCI 


pow. 


NMR: (DMSO-dJ; 2.52(3H,s). 3.25(4H,br), 3.74(4H,br), 7.1 
3-7.16(3H,m), 7.29-7.34(3H,m), 7.41-7.49(4H,m) t 7.60( 
1H,m), 7.74~7.76(2H,m). 


3-43 


^ Me 

-oo 


HCI 


pow. 


NMR: (DMSO-de); 2.30(3H,s), 2.51(3H,s) t 2.8-2.9(4H,m), 3 
.6-3.7(4H f m) t 6.84(1 H,s), 7.0-7.5(9H,m), 7.74(1 H,d), 7. 
76(2H.d). 


3-44 




HCI 


pow. 


NMR: (DMSO-cy; 2.53(3H,s), 3.18(1H,br), 3.69-4.55(1 1H, 
br), 4.83(1H,br), 6.86(1H,s), 6.93(1H,t), 7.14(1H,d), 7. 
29-7.35(2H,m) l 7.41-7.49(41-1,171), /.oi (ln.mj, f.fDydn, 
d), 7.94(1 H,t), 8.08(1 H,m). 


3-45 


-OO 

w N =/ 


HCI 


pow. 


NMR: (CDCI 3 ); 2.69(3H,s), 3.8-3.9 (2H,m), 6.36(1 H,s), 6.89 
(1H,br), 7.00(1H,d), 7.2-7.5(7H,m), 7.78(2H t d), 8.59(2 
H,d). 


3-46 


11 


HCI 


pow. 


NMR: (DMSO-dJ; 2.51 (3H,s), 6.78(1 H.s), 7.09(1 H,d), 7.18 
-7.21(1H,m), 7.28-7.32(1 H,m), 7.41 -7.48 (4H,m), 7.56-7 
«57M HmW 76-7 77J2H m) 7 87-7 91 (1 H m). 8.09(1 H 
,d), 8.36(1 H.d), 11.35(1H,br). 


3-47 


B 


- 


pow. 


NMR: (DMSO-dJ; 2.52(3H.s). 2.56(1H,br), 3.18(1H,br), 4.9 
0(1H,br), 6.81(1H,S), 7.12(1H,d), 7.30-7.34(1 H,m), 7.3 
7-7 <?2f6H m\ 7 76-7 78J2H m\ 8 06-8 08(1 H m). 8.31 ( 

1 ~ / .wJ^_\Ull,l 1 if , l%IV f . 1 \J\Cl 1,1 1 \f t U.\ATW.WU\ 1 • l|« • If , W.w » ^ 

1H,d). 8.78(1H,d), 10.54(1H.br). 


3-48 






amo. 


NMR: (CDCI3); 2.58(3H.s), 4.55(2H,d), 6.25(1 H,m). 6.37(1 
H,S), 6.94(1 H,d), 7.2-7.5(1 1H,m), 7.66(2H.d). 


3-49 


1^3 


HCI 


pow. 


NMR: (DMSO-ds); 2.40(1H,br), 2.49(3H,s). 2.67(1 H.br). 3.1 
5(1H,br), 4.69(2H,br), 4.87(1 H.br), 6.69(1 H.s), 7.09(1 H 
,d). 7.28-7.31 (1H,m), 7.41-7.47(5H,m), 7.75-7.82(4H.m 
), 8.41(1H.t). 8.79(1H,m). 9.20(1H,t). 
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3-50 




HQ 


pow. 


NMR: (DMSO^cy; 2.40(1 H.br), 2.49(3H,s), 3.20(1 H.br), 3.7 
0(1H,br). 4.60(2H,br), 4.80(1 H.br), 6.68(1 H.s), 7.09(1 H 
,d), 7.29(1 H,t), 7.40-7.47(5H,m), 7.74-7.76(2H,m), 8.0 


3-51 




HQ 


pow. 


NMR: (CDCy; 2.70(3H,s), 4.75(2H,s), 6.56(1 H,s), 6.97(1 H 
,d), 7.2-7.7(5H,m), 7.9-8.0(4H,m), 8.60(2H.br), 9.13(1 
H.br). 


3-52 


N 
Tr 


- 


amo. 


NMR: (DMSO-de); 2.62(3H,s), 4.45(2H,br), 6.35(1 H,s). 6.5 
{V6.53(1H,m) t 6.81(1H,d). 6.95(1H,d), 7.11-7.43(22H, 
m), 7.68-7.70(2H,m). 


3-53 




HCI 


anno. 


NMR: (DMSO-de); 2.49(3H t s), 2.83-2.87(2H,m), 3.40-3.55( 
5H.m), 6.53(1 H.s), 7.07(1 H,d), 7.26-7.30(1 H,m), 7.38- 
7.49(6H,m), 7.74-7.76(2H,m), 8.50(1 H,t), 9.02(1 H,d). 


3-54 




HCl 


pow. 


NMR: (DMSO-de); 2.4-2.5(2H,br), 2.51 (3H,s), 2.7-2.9(2H,m 
), 2.6-2.7(1 H,m), 3.87(2H,s), 4.6-4.9(3H f m), 6.94(1 H,s) 
, 7.15(1H,d), 7.3-7.8(8H,m), 8.98(1 H,d). 


3-55 




HCI 


pow. 


NMR: (DMSO-de); 2.53(3H,s), 3.10-3.20(2H,m), 3.94(2H,br 
), 4.86(2H,br), 6.93(1 H,s), 7.14-7.17(1 H,m), 7.32-7.36( 
1H,m), 7.40-7.49(5H,m), 7.66-7.81 (4H,m), 8.67-8.70(1 
H,m). 


3-56 


CO 


- 


pow. 


NMR: (DMSO-cy; 1.42(1H,br). 1.82(4H,br), 2.33(1 H.br), 2. 
67(1 H.br), 2.93(3H,br), 4.62(1 H.br), 6.69(1 H,s), 7.03-7 
.78(1 1H,m), 8.25(1 H,d). 


3-57 


-N N— v ^ 
^ ^-0 OH 


2HCI 


pow. 


NMR: (DMSO-d fl ); 2.51 (3H,s), 2.8-3.9(14H,m), 4.0-4.2(1 
H.br), 4.40(1H,d), 4.8-5.0(1 H.br), 6.80(1H,s), 7.15(1 
H.d), 7.3-7.5(5H,m), 7.64(1H,d), 7.73(2H,d), 11.13( 
1H,br). 


3-58 


/ — v 

-N N - \ r-\ 

W N-N O 
\ f 


3HCI 


pow. 


NMR: (DMSO-de); 2.50(3H,s) t 2.7-5.0(24H ( m), 6.80(1 H.s), 
7.15(1H,d), 7.3-7.6(5H,m), 7.66(1H,d), 7.73(2H,d). 


3-59 




2HCI 


pow. 


NMR: (CDCI 3 ); 2.60(3H,s), 2.95(6H,s), 3.0-3.7(6H,br), 3.85 
(4H,d), 4.02(2H,br), 4.97(1 H.br), 6.39(1 H,s), 7.01 (1H, 
d), 7.2-7.5(6H,m), 7.72(2H,d), 12.36(1 H,br). 


o en 

o-ou 






pow. 


MMR' /nM^O-ri V ? 08-? 1 1 (2H m\ 2 52f3H 3 1 6(1 H b 
r), 3.40-3.45(1 H,m), 4.49-4.53(1 H,m), 6.80(1H,s), 7.13 
(1H,d), 7.30-7.34(1 H,m), 7.41-7.49(4H,m), 7.57-7.59(1 
Hm\ 7 74-7 76f2H m) 


3-61 


" N-OMe 
Me 


- 


yamo. 


NMR: (CDCLj); 1.67-1.86(3H,m). 2.63(3H,s), 2.80-2.92(2H, 
m), 3.14-3.24(4H,m), 3.71 (3H,s), 3.94-3.97(1 H.m), 4.5 
8(1H,br). 6.34(1H,S), 6.97(1H,d), 7.23-7.24(1 H.m), 7.3 
5-7.40(4H,m), 7.45-7.47(1 H.m), 7.69-7.70(2H,m). 


3-62 


^ co 2 a 




amo. 


NMR: (CDCy; 1.28(3H,t), 1.59(3H,s), 2.3-2.4(2H,m), 2.64 
(3H,m), 3.61(1H,br). 4.16(2H.q), 5.75(1 H.d), 6.36(1 H, 
d), 6.99(1 H,d), 7.3-7.5(6H,m), 7.69(2H,d). 


3-63 


^-^ C0 2 Et 




amo. 


NMR: (CDCy; 1.2-1.3(6H,m), 1.6-1.7(2H,br), 2.0-2.1 (1H, 
m). 2.2-2.7{8H,m), 3.13(2H.t), 3.88(1H,d), 4.13(2H,q). 
4.61 (1H,d), 6.32(1 H,s), 6.97(1 H.d), 7.2-7.5(6H.m), 7.7 
0(2H,d). 



41 



WO 98/39325 



PCT/JP98/00916 



3-64 


\ t 


HQ 


pow. 


NMR: (DMSO-dJ; 1.20(3H,t), 1.92(2H,b), 2.4 
9(3H,s). 4.08(2H t q), 6.77(1H f s), 7.15(1 
H,d), 7.34(1 H.t), 7.4-7.5(4H,m), 7.61(1 

n,u;, / ./ £.\£.ri,\j}. 


3-65 


0 




amo. 


NMR: (CDCy; 2.63(3H,s), 3.4-3.5(2H,m). 3. 
8-3.9(1 H.br), 4.3-4.4(2H,m), 6.1 -6.2(1 H, 
m), 6.32(1 H.d), 7.00(1 H,t), 7.3-7.5{6H, 
m), 7.6-7.7(2H,m). 


3-66 


-N^N^CONMa, 


HCI 


pow. 


NMR: (DMSO-dc); 2.51 (3H,s), 2.92(3H f s), 2.9 
5(3H,s), 4.39(2H,s). 6.81(1H,S), 7.15(1H,d 
) t 7.31 -7.36(1 H,m), 7.41-7.48(4H,m), 7.62 
-7.65(1 H,m), 7.72-7.75(2H,m). 


3-67 


/ — v 

-N-N 

H W V 0H 


HCI 


pow. 


NMR: (DMSO-d 6 ); 2.20(1 H.br), 2.66(1 H,m). 
3.06(2H,br), 3.1 5-3.25 (2H,m) f 3.33(2H,s 
), 3.52(1 H.br), 3.76(2H,d), 4.82(1 H,m), 
5.32(1 H.br), 6.51(0.5H,s), 6.71(0.5H,s), 
7.07(0.5H,d), 7.15(0.5H,d), 7.31 (1H,m), 
7.39-7.53(4H,m), 7.75(2H,d), 9.31 (0.5H, 
br), 9.71(0.5H.br), 10.51 (1H,br). 


3-68 


f—\ EtN-\ 


- 


amo. 


NMR: (CDCl 3 ); 0.88(3H,t), 1.09(1H,t), 1.19- 
1.32(7H,m), 1.60(4H,m), 1.77-1.82(3H, 
m), 2.63(3H,s) t 2.79(1H t m), 3.22(1H,m), 
3.37-3.52(2H,m), 3.94-4.06(3H,m), 4.1 
6(1 H,q), 4.24(1 H,q), 6.33(1 H,s), 6.96(1 
H,d), 7.24(1 H f m) f 7.34-7.46(5H,m), 7.69 
(2H,m). j 


3-69 




- 


amo. 


NMR: (CDCU; 1.23-1.29(4H,m), 1.57(3H,s) t 
1.68-1.82(3H,m), 2.55-2.61 (3H,m) t 2.6 

3(3H,s), 2.85-2.95(2H,m), 3.09(2H,s), 3. 

19(1H,m), 3.55-3.70(2H,m) ( 3.96(1H,m), 
4.06-4.19(2H,m), 4.57(1 H,m), 6.33(1 H, 

s), 6.96(1 H,d). 7.23(1 H,m), 7.35-7.52(5 

H,m), 7.69(2H,m). 


3-70 


— N W CO-Et 

o 2 


- 


amo. 


NMR: (CDCU; 1.27(3H,t). 1.6-1.8(2H,m), 1.8 
-2.0(2H,m), 2.4-2.5(2H,m) t 2.63(3H.s), 
2.8-2.9(1 H.br), 3.19(1H.t), 3.95(1H ( d), 4 
.03(2H,d), 4.22(2H,q) t 4.54(1 H.b), 4.97( 
1H,b), 6.00(1H,b), 6.32(1H,s), 6.97(1H, 
d). 7.3-7.5(6H.m), 7.69(2H,d). 


3-71 






yamo. 


NMR: (CDCy; 1.16-1.29(5H,m), 1.69-1.78(2H, 
m), 2.30-2.35(2H,m) t 2.60-2.68(4H,m), 3.8 
5-3.90(1H,m) f 4.13(2H,q), 4.58-4.62(1 H,m) 
, 6.32(1 H,s), 6.97(1 H,d), 7.21-7.27(1 H,m). 
7.34-7.47(5H,m), 7.68-7.71 (2H,m). 


3-72 


/ — v MeN -\ 
— w V—/ no Ft 

^-f 0 




amo. 


NMR: (CDCU; 1.2-1.3(3H,m), 1.7-1.8(3H,m), 
2.63(3H,s), 2.7-2.8(1 H,br), 3.13(3H t s), 
3.2-3.3(1 H.m), 3.9-4.0(1 H,m), 4.1-4.3(4 
H,m), 6.33(1 H,s), 6.96(1 H,d), 7.3-7.5(6 
H.m), 7.70(2H,d). 


3-73 






amo. 


NMR: (CDCU; 1.24-1 .32(4H,m), 1 .88-1 ,94(2H, 
m), 2.63(3H,s), 3.1 6-3.23(1 H,m), 3.50(2H 
,s), 3.90-3.95(1 H,m), 4.19(2H,q), 6.31(1H 
,s), 6.98(1 H,d), 7.23-7.28(1 H.m), 7.34-7.4 
5(5H,m). 7.68-7.71 (2H,m). 
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Q 7 A 


o 

-N^N CQ 2 Et 




CU 1 lUt 


NMR* fmnLV 1 28HH 1 4-1 5f2H m) 1 9 
9(2H,d), 2.63(3H,s), 4.20(2H,q), 6.32(1 
H.s), 6.98(1 H.d), 7.2-7.5(6H,m), 7.69(2 
H,d). 


3-75 


/—\ ^C0 2 Et 

— N >-0 




yamo. 


NMR: (CDCIg); 1.24-1 .31 (4H,m). Z63(3H,s), 4. 
11f2Hs) 421f2Ha^ 633MHs) 696-6 
99(1 H,m), 7.21 -7.27(1 H,m), 7.34-7.40(4H, 
m). 7.44-7.46(1 H,m), 7.68-7.71 (2H,m). 


3-76 




- 


yamo. 


NMR: (CDCI3); 1.25-1 .31 (4H,m), 2.63(3H,s), 3. 
06-3.12(1 H,m), 3.39-3.41 (1H,m), 4.04-4.2 
5f4H m) 6 33(1 Hs) 6 96-6 99(1 HmH 
20-7.26(1 H,m), 7.36-7.46(5H,m), 7.68-7.7 
1(2H,m). 


3-77 






amo. 


NMR: (CDCI3); 1.29(3H,t), 2.63(3H,s), 4.19(2H 
n\ 5 81 ( 1 H d\ R 32(1 H <\ 6 84-6 92(1 H 
m), 6.98(1 H,d), 7.22-7.28(1 H.m), 7.35-7. 
39(4H,m), 7.44-7.46(1 H,m), 7.68-7.71 (2H, 
m). 


O'/O 


Ma Mo 
rvi D rvic 

-N^N X C0 2 Et 




nnu/ 


NMR- (CDCI V 1 32(3H ft 1 89(6H 2 66(3 
H,s), 2.7-4.0(3H,m) f 4.28(2H,q), 4.73(1 
H,d), 6.34(1 H.s), 7.00(1 H t d), 7.3-7.5(6H 
,m), 7.73(2H,d). 


3-79 


Kl Kl 


HCI 


pow. 


NMR: (CDCy; 0.93(2H,m), 1.60(2H,m), 2.4- 

, 3.9-4.3(4H,m), 4.69(1 H.d), 6.39(1 H.s), 
7.02(1 H.d), 7.3-7.5(6H,m), 7.72(2H,d). 


3-80 


Me 

— N N C0 2 Et 


HCl 


pow. 


NMR: (CDCI3); 1.33(3H,t), 1.6-1 .9(4H,m), 2.3 
-2.6(1 H.br), 2.64(3H,s), 3.42(4H ( br), 4. 
fi2f2H hrt 4 98f2H n\ 4 75MHhri 6 3 
3(1H,s), 6.99(1H,d), 7.3-7.5(6H,m), 7.6 
9(2H,d). 


3-81 


v — ' 


2HCI 


pow. 


NMR: (DMSO-de); 1.21(3H,t), 2.4-2.6(4H,m), 
2.97(4H,m), 3.23(1 H.br), 3.3-3.6(4H,m), 
4.11(2H,q), 4.42(1 H.d), 6.80(1 H.s), 7.1 

4M H ei\ 7 ^-7 RfRH rrrt 7 84(1 H d^ 7 73 

(2H,d), 11.85(1H,br). 


3-82 


0 


- 


amo. 


NMR: (CDCU; 1.25(3H.t), 1.39(2H,m), 1.97 
(2H.br). 2.45(3H t t). 2.63-2.68(6H,m), 3. 
22(1 H.m), 3.87(1 H.m), 4.02(1 H.m), 4.14 
(2H,q), 4.55(1 H.br), 5.63(1 H.d), 6.32(1 
H<\ 6 98 M H d) 7 36-7 40 (6H m) 7 69- 
7.70(2H.m). 


3-83 


0 

-N~Y-NMe C0 2 Et 




amo. 


NMR: (CDCI3); 1.26-1.30(4H.m), 1.36-1.45(4 
H.m), 1.61(3H.s), 1.98(1H,br), 2.63(3H, 
s), 2.88(1 H.m). 3.21-3.30(2H,m), 3.85(1 
H.br). 4.02(1H.m), 4.19(2H,q), 4.50(1H. 
br), 6.32(1 H.s), 6.57(1 H.br), 6.98(1 H.d). 
7.34-7.45(5H,m), 7.69(2H,d). 


3-84 


- N C M o" Vc ° 2Et 




amo. 


NMR: (CDCI3); 1.27(3H,t). 1.61-1.71 (6H,m). 

1.80-1 .93(2H.m), 2.31(1 H.m), 2.52(2H,t 
), 2.63(3H,s), 2.79(1 H,m), 3.16(1 H,m). 
3.51 (2H f q), 3.94(1H.d), 4.13-4.1 8(2H,m) 
, 4.55(1H.m), 6.18(1H,m), 6.32(1H.s), 6 
.97(1 H.d), 7.22(1 H.m), 7.34-7.69(5H.m), 

7.70(2H,m). 
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3-85 


> — f Me 




pow. 


NMR: (CDCy; 1.4-1 .5(2H,m). 1 .7-1.8(2H,m), 
2.33(3H,s), 3.06(3H,s), 3.94(1 H.d), 4.7 
0(1 H,d), 6.33(1 H.s), 6.99(1 H,d) t 7.3-7.5 

ffiH m\ 7 RQ/9H fi\ 


3-86 


o 


HCI 


pow. 


NMR: (DMSO-de); 0.96-1.1 5(1 H,m). 1.47(3H,m 
), 1.68-1 .72(1 H,m), 2.14(2H,m), 2.52(3H,s 
), 2.75(3H,s), 2.77(3H,s), 3.07-3.13(4H,m) 
, 3.87(3H,m), 4.33-4.37(1 H,m), 6.78(1 H,s) 

7 1 9/1 M 7 9Q-7 Hml 7 40-7 47/4 

H.m), 7.52-7.54(1 H,m), 7.74-7.77(2H,m), 
8.20(1 H.m). 


3-87 


0 


- 


amo. 


NMR: (CDCI3); 1.16-1.29(5H,m), 2.18(2H,t), 2. 
52(2H,t), 2.63(3H,s), 3.48-3.54(2H,m), 4. 
iD^n,qj, 0.0^1 n,5j, o.ao-o.»o^ 1 11,111;, /. 
21-7.26(1H,m), 7.34-7.46(5H,m). 7.68-7.7 
1(2H.m). j 


3-88 


-N^N^^CONH. 
v ( 2 


HCI 


pow. 


NMR: (DMSO-cIb); 1.91(2H,m), 2.18(2H,m). 2 
.oU(on,SJ t ^./-o.o^n,rn;, ^.a-o.£\cn,m/ l 
2.43(1 H,d), 6.78(1 H.s), 6.92(1 H.s), 7.1 
5(1 H,d), 7.33(1 H,t), 7.4-7.5(4H,m). 7.63 
OH.d). 7.73(2H,d). 


3-89 


0 

. — , V- NHMe 

— N N- 7 
v t 


HCI 


pow. 


NMR: (DMSO-de); 2.51 (3H,s), 2.67(3H,d), 4.0 
G(Zn,s) t o./min,sj t / . i*tii n,aj, /.01-/.00 
(1H,m), 7.41-7.48(4H,m), 7.62-7.64(1 H,m), 
7.72-7.74(2H,m). 


3-90 


— N N— ' 

\ — f 


HCI 


pow. 


NMR: (DMSO-de); 1.19(3H,t), 2.51 (3H,s), 3.34 
-3.41(2H,m) t 4.00(2H,s), 4.07(2H,q), 6.78 
(1H,s), 7.14(1H,d). 7.30-7.36(1 H,m), 7.41 
-7.48(4H,m), 7.62-7.65(1 H,m), 7.72-7.74( 
2H,m). 


3-91 


0 


HCI 


pow. 


NMR: (DMSO-de); 2.53(3H,s), 2.83-2.87(6H,m) 
, 6.86(1H,s), 7.12-7.15(1H,m), 7.29-7.33(1 
H,m), 7.42-7.45(4H,m), 7.58-7.60(1 H,m), 
7.74-7.76(2H.m). 



«4 



Fx. 


*1 


A 


Sal. 


For. 




4 


/ — \ 
-N NMg 
\ < 




HCI 


pow. 


m/z: 560(FAB,M'+1) 

NMR: (CDCI 3 ); 2.42(1H,br), 2.85(3H.s), 3.27(1H, 
br), 3.5-3.7(4H,m), 4.0-4.2(3H.m), 4.73(1 H,b 
r), 5.02(1 H.br), 6.34(1 H.br), 6.9-7.1 (2H,m), 
7.3-7.6(8H.m). 13.37(1 H.br). 


4-1 


^ C0 2 Et 


~& 




amo. 


m/z:631(FAB,W+1) 

NMR: (CDCI a ); 1.28(3H,t). 1.19(2H,d), 2.07(1H,b 
r), 2.2-2.3(2H,m). 2.6-2.7(1 H.m), 3.16(1 H.t). 
3.90(1H.d), 4.14(2H,q), 4.60(1H,br), 6.32(1 
H.s). 6.92(1H.d). 7.00(1H.s). 7.2-7.5(8H.m). 
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4-2 


/ — v 


w 


HCI 


pow. 1 


NMR: pMSOde); 3.00(1 H.br), 3.2-3.3(3H,br), 3. 
5-3.7(3H,m), 3.80(3H,s) f 4.08(1 H.br), 4.42(1 
H t d), 5.38(1H,br), 6.82(1H,s) t 7.01(1H,d), 7 
.09(1H,s). 7.3-7.4(3H,m). 7.44(1H,t), 7.5-7.6 
(3H,m), 7.63(1H.d). 10.65(1H,br). 


4-3 


/ — V 
-N N-v 

^ CONHj 




HCI 


amo. 


m/z: 603(FAB,M*+1) 

NMR: (DMSO-de); 4.00(2H,s), 6.82(1H,s). 7.02(1H 
,d), 7.09(1 H.s), 7.37-7.71 (9H,m), 8.08(1 H t br). 


4-4 


/ — V 

~ N w N "\^' 0H 




HCI 


amo. 


m/z: 6G4(FAB,M*+1) 

NMR: (DMSO-cU; 1.85-1 .89(2H,m) t 2.46(2H,br), 6 
.83(1H,s), 7.02(1H,d), 7.10(1H,s), 7.37-7.64(8 
H,m). 


4-5 


/ — V 
— N N-v 


-N-V- 


HCI 


oamo. 


m/z: 617(FAB,MN-1) 

NMR: (DMSO-dJ; 3.02(2H,m) l 6.89-6.92(1 H.rn), 6. 
Q8f1 H 7 23-7 50f9H rr\) 


4-6 


-n' N-Me 
\ / 


Me 
N^ 


HCI 


pow. 


m/z: 506(FAB,M*+1) 

NMR: (DMSO-cy; 2.45(3H,s), 2.79(3H,s), 2.8-3. 
2(4H,m), 3.4-3.7(3H,m). 4.0-4.2(1 H,br) t 4.4- 
4.5(1 H.br), 4.8-4.9(1 H.br), 6.23(1 H.br), 6.75 
(1H t s) t 7.16(1H,d), 7.3-7.6(7H,m), 7.67(1H, 
d), 11.16(1H,br). 


4-7 


-v>° 




- 


amo. 


m/z: 559(FAB,M*+1) 

NMR: (CDCI 3 ); 2.43(1H,br), 2.45(2H.t), 2.51(2H, 
t), Z.5o(in,Dr;, o.*»U\in,Drj, o.oo-o.o»v Hr, i' M 
), 4.90(1H,br), 6.35(1H,s), 6.99(1H t d). 7.16- 
7.54(9H t m). 


4-8 


^— / OAc 




- 


pow. 


NMR: (CDCI3); 1.10-1.32(2H,m), 1.65(3H t s), 1.7 
2-1.81<2H,m), 1.89(1H,m) t 2.05(3H,s), 3.67( 
1H,m), 3.06(1H,m), 3.92(2H,br), 4.67(1H,d). 

.28-7.35(1 H.rn), 7.39-7.52(5H,m). 


5-25 






- 


pow. 


m/z: 603(FAB,M*+1) 

NMR: (CDCI3); 1.2-1 .4(2H,m), 1.83(2H,d), 2.0-2. 
1(1H,m). 2.3-2.5(3H,m), 2.70(2H.t), 3.17(2H 
,t), 3.91 (1H,t), 4.62(1 H,d), 4.98(1 H.br), 6.33 
(1H,s), 6.92(1H,d), 7.00(1H,s), 7.2-7.5(8H. 
m). 


10-2 








amo. 


m/z: 575(FAB.M*+1) 

NMR: (CDCI3); 1.64-1.85(4H,m), 2.30-2.75(4H,m 
), 3.06(1 H,t), 3.31(1H f br), 3.45-3.51 (2H,m), 
4.24(1 H.br), 4.67(2H,d), 4.89(1 H,br), 6.29(1 
H.t), 6.96(1H,d), 7.16-7.54(9H.m). 
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*5 




Ex. 


Ri 


Sal. 


For. 




5 


v / C0 2 H 




pow. 


m/z: 566(FAB,M*+1) 

NMR: (DMSO-d^; 1.0-1. 2(1 H,m), 1.5-2.2(5H t m), 2 
.4-2.7(5H,m), 2.68(1 H.br), 3.86(1 H,d), 4.35(1 H 
,d), 4.83(1H,br). 6.77(1H,S), 7.12(1H,d), 7.3-7. 
6(6H,m), 7.75(2H,d) f 12.10(1 H.s). 


j i 


/ — S, 
-N N~\ 
^ C0 2 H 




pow. 


m/z: 567(FAB,M + +1) 

NMR: (DMSO-dJ; 2.41(2H,br), 2.52(3H,s), 3.08(2 
H,s), 3.50(4H t br), 6.77(1 H,s), 7.12(1H,d), 7.29 
-7.32(1H,m), 7.41-7.49(4H,m), 7.55-7.57(1 H,m 
), 7.74-7.76(2H,m). 


5-2 


\ i 




amo. 


m/z:581(FAB,M + +1) 

NMR: (CDCIg); 2.57(2H,t), 2.64(3H t s), 2,80(2H,t) 
, 3.64(1 H.br), 6.31 (1H,s), 7.01 (1H,d), 7.3-7. 
5(6H.m), 7.69(2H,d). 


5-3 


— N W 

> / 




pow. 


m/z: 580(FAB,MVI) 

NMR: (DMSOdJ; 0.98-1. 18(1H f m), 1.46(2H,m), 1. 
67(2H,m), 2.23-2.25(2H,m), 2.52(3H,s), 3.85- 
3.89(1H,m), 4.33-4.37(1 H.m). 6.78(1H,s), 7.1 
2(1H,d), 7.28-7.33(1 H,m), 7.40-7.47(4H,m), 7 
.54(1H,m). 7.74-7.77(2H,m). 12.02(1H,s). 


5-4 






amo. 


m/z: 582(FAB,M*+1) 

NMR: (DMSO-dJ; 2.52(3H,s), 3.86(2H,s), 6.79(1 H 
,s), 7.12(1H,d), 7.28-7.33(1 H,m), 7.40-7.45(4H 
,m), 7.53-7.56(1 H,m), 7.74-7.76(2H,m). 


5-5 




■ 


amo. 


m/z: 578(FAB,M + +1) 

NMR: (CDCy; 2.60(3H,s), 5.77(1H,d), 6.33(1H,s). 
6.76-6.84(1 H,m), 6.95(1H,d). 7.19-7.42(6H,m) 
, / .do-/ .oo(tn,rnj. 


5-6 


i — V p-^ 

— N >N C0 2 H 




amo. 


m/z: 595(FAB,M*+1) 

NMR: (DMSO-de); 2.31-2.32(2H.m). 2.51 (3H,s). 2. 
57-2.63(2H,m), 3.58-3.60(4H,m). 4.22(2H,s), 
6.73(1H,s), 7.11(1H,d). 7.30-7.33(1 H.m), 7.40 
-7.45(4H,m), 7.53-7.54(1 H.m), 7.72-7.73(2H, 
m). 


5-7 






pow. 


NMR: (CDCIj); 1.64-1 .82(2H,m), 1.90-2.06(2H.m), 
2.59(1 H.m), 2.63(3H,S), 3.23(1 H.m). 3.86(1H, 
d), 6.32(1H,br), 6.68(1H,d), 7.24(1H.m), 7.33- 
7.41 (4H.m), 7.44(1 H,m). 7.69(2H,m). 


5-8 


Me 

-N^N^CCLH 
\ t 




amo. 


NMR: (CDCIj); 1.33(3H,d). 2.66(3H,s), 3.6-3.8(3 
H,m), 6.31 (1H,S), 6.99(1H,d), 7.3-7.5(6H,m) 
' , 7.69(2H,d). 


5-9 


Me Me 
/ — v x 
— N N C0 2 H 




pow. 


NMR: (CDCy; 1.34(6H,s), 2.63(3H,s), 3.64(1 H.b 
r), 6.31 (1H,s), 7.00(1 H,d), 7.3-7.5(6H.m), 7. 
69(2H,d). 
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5-10 


\ f 


- 


amo. 


NMR: (CDCIJ; 2.64(3H,s), 6.33(1 H,s) t 7.01 (1H,d 
), 7.3-7.5(6H,m), 7.69(2H,d). 


5-11 


\ — t 




amo. 


NMR: (DMSOde); 1.6-1.7(2H,m) l 2.5(3H,s), 6.77 
<1H,s), 7.12(1H,d), 7.31 (1H,t), 7.4-7.5(4H,m) 
. 7.56(1 H.d), 7.75(2H,d). 


5-12 


— N N-' x — ' 
\ f 




amo. 


NMR: (DMSO-de); 2.51 (3H,s), 2.95(2H,s), 6.79(1 H 

cl 7 1 9H H ril 7 9Q.7 Q3f 1 H ml 7 40-7 49/4H 
,5J, f .i£.\tr\,\j) t i .tJT-f .oo^ I riling, / .tv / .tfc^n 

,m), 7.56-7.58(1 H.m), 7.73-7.76(2H,m), 7.90(1 
H.br). 


5-13 


r~\ HN — \ 
-N ) — { COM 




pow. 


NMR: (CDCI3); 1.4-2.0(4H,m), 2.3-2.5(2H,m), 2.6 

9 /QUI c\ 9 R 9 QMM ml 1 1QMH tl ^ Q^^H 

br), 4.51 (1H.br), 4.97(1 H.br), 6.35(1 H,s), 6. 
49(1 H,s), 6.96(1 H,d), 7.3-7.5(6H,m), 7.68(2 
H.d). 


5-14 


/ y MbN — \ 




pow. 


KIR4D. /rTVI \» 1 7 -1 Q/QU m\ 9 CQ/QU c\ 9 Q-9 

nmh. (UULry, i ./-i .y^on.m;, ^.oj\on,s;, z.o-tz. 
6(3H,m), 3.13(3H,s), 3.2-3.3(1 H.m), 3.9-4.2( 
2H,m), 6.34(1 H,s), 6.97(1 H.d), 7.3-7.5(6H t m 
), 7.69(2H,d). 


5-15 


0 




pow. 


NMR: (Uuuy, 1.4o(2n,m), i.yo^n.m), ^.o<£{on 
,s), 2.90(1 H,m), 3.88(1 H.br), 4.04(1 H.br), 4. 
49(1H,br) t 6.34(1 H,s), 6.98(1 H.d), 7.3-7.5(6 
H.m), 7.68(2H,d). 


5-16 






amo. 


NMR: (CDCI3); 1.77-1.89{3H,m), 2.63(3H,s), 3.06- 
3.15(ln,m), 3.3D-o.4U(cn,m;, o.oo-o.y^pn.m; 
, 4.06(2H,S), 4.59-4.63(1 H.m), 6.34(1 H.s), 6.9 
7(1 H.d), 7.22-7.46(6H,m). 7.68-7.70 (2H,m). 


5-17 


0 

-n^Vn^co.h 

n — / n 


- 


amo. 


NMR: (CDCI3); 1.35-1 .43(2H,m), 1.92-1.94(2H,m 
). 2.42(3H.t). 2.64(6H.br), 2.87(1 H.br), 3.21 
(^n,i), o.ob(in,mj, 4.UUlin,mj, ^.^/vin.mj, 
6.17(1H,m), 6.34(1H,S), 6.98(2H,d), 7.33-7 
.52(5H,m), 7.69(2H,d). 


5-18 


0 

-N V-NMe CO.H 
\ f 


- 


amo. 


NMR: (CDCIJ; 1.19-1.47(10H,m), 1.94-1.97(2H, 
m), 2.61 (3H,d), 2.92(1 H,m), 3.46-3.51 (2H,m 
), 0.00(1 n.m), 4.Uo(in f m), **.DHin,m;, o.o 
5(1 H,s), 6.92-7.00(2H,m), 7.33-7.52(5H,m), 
7.65-7.89(2H,m). 


5-19 


r-\ HN— v 


- 


amo. 


NMR: (CDCI3); 1.64-1.83(4H,m), 2.34-2.37 (4H,m 
), 2.62(3H,S), 2.78(1H,m), 3.16(1H,t), 3.48( 
2H,br), 3.57(1 H,d), 4.51(1H,br), 6.34(1 H.s), 

fiiia/lWhr\ £Q7/1HH1 7 91-7 97MHml 

7.33-7.52(5H,m), 7.68(2H,m). 


5-20 


-N^ q C 02 H 


| - 


amo. 


NMR: (CDCI 3 ); 1.22(3H,t), 1.60-1.94(4H,m), 2.4 
5-2.65(4H,m), 2.78(1 H.br), 2.88(1 H,br), 3.0 
7-3.30(2H,m), 3.32-3.52(2H,m), 3.86-4.10(3 
n,m), 4.oo-4.f o^n.Drj, o.oo^in,Dr;, o.yo^i 
H.d). 7.24(1 H,m), 7.32-7.41 (4H,m), 7.45(1 
H,m), 7.69(2H,m). 


5-21 


— N V-i ^COjH 
^ 0 




amo. 


NMR: (CDCI 3 ); 1.76(4H,br), 2.55-2.62 (2H,m), 2. 
63(3H si 2 86-2 94f2H brl 3 08(2H 3.18 
(1H,t), 3.53-3.75(2H,m), 3.93(1 H,d), 4.55(1 
H.br). 6.34(1H t s), 6.98(1H,m), 7.24(1H,m), 
7.33-7.41 (4H,m). 7.47(1 H,m), 7.69(2H,m). 


5-22 


Me 




pow. 


NMR: (CDCI 3 ); 1.5-1.7(2H,m), 2.0-2.2(2H,br), 2. 
60(3H,s), 2.6-2.8(4H,br), 3.22(1 H,br), 3.5-3 
.7(1H,br), 4.02(1 H,br), 4.71 (1H.br), 6.36(1 H 
,s), 6.96(1 H.d), 7.2-7.5(6H.m). 7.69(2H,d). 
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5-23 


>— ' OH 




amo. 


NMR: (CDCIJ; 1.26(2H,m) t 1.62(2H,m). 2.61 (3H,s 
), 6.33(1 H t s) t 6.96(1 H,d), 7.21 -726(1 H,m), 7. 
34-7.38(4H,m), 7.43-7.46(1 H,m), 7.67-7.69(2 
H,m). 


5-24 


o 1 




amo. 


NMR: (DMSO-de); 1.43(2H t m) t 2.36(2H,t), 2.51 (3H 
,s), 3.18-3.24(2H,m), 6.77(1H,s), 7.10-7.13(1 
H,m), 7.27-7.33(1 H,m) f 7.39-7.46(4H,m), 7.52 
-7.54(1 H,m), 7.74-7.76(2H,m), 7.88(1 H.br), 1 
2.17(1H,s). 




Ex. 


A 


Sal. 


For. 




7 


f 


HCI 


pow. 


m/z: 520(FAB,M*+1) 

NMR* fDMSO-<LV 103f3Htt 3 45(3Hs). 4.39-4.44(1 
H,m), 6.24(1 H,s). 6.78(1 H,s), 7.09(1 H t d) f 7.37-7. 
69(7H,m), 7.69-7.95(1 H,m). 


7-1 




HCI 


amo. 


m/z: 534(FAB,M + +1) 

NMR: (DMSO-de); 0.74-0.76(3H,m), 3.34(3H t s), 4.06( 
IHrrrt 4 39(1Hm) 6.23(1 H.s), 6.79(1 H,s), 7.06( 
1H,d), 7.36-7.55(7H,m), 7.67-7.69(1 H,m). 


7-2 


^=N 


HCI 


amo. 


m/z: 560(FAB,M + +1) 

NMR: (DMSO-d 6 ); 2.72-2.86(4H,m), 2.94(2H,br), 3. 
16(2H,br), 3.35-4.00(4H,br), 4.23(1H,br), 4.43( 
1H,br), 4.75(1 H.br). 6.39(1 H,s), 6.92(1 H,d), 7.2 
5-7.40(4H,m), 7.44-7.66(5H t m), 7.91 (1H,s), 11. 
20(1 H.br). 


7-3 




HCI 


oamo. 


NMR: (DMSO-de); 3.34(3H,s). 4.02(1 H.br), 4.37-4.41 ( 
1H t m), 4.80(1H,br), 6.67(1H,br), 6.73(1H,s), 7.25 
(1H,d), 7.34(1 H,m), 7.45-7.50(3H,m), 7.58(1 H,t), 
7.66-7.69(2H.m). 7.72-7.75(1 H.m). 


7-4 




HCI 


yamo. 


NMR: (DMSO-de); 3.34(3H t s), 4.37-4.41 (1H ( m), 6.43( 
1H,br), 6.45(1 H,s), 7.06-7.09(1 H.m), 7.28-7.35(2H 
,m), 7.40-7.45(5H,m) l 7.61 -7.63(1 H,m), 8.36(1H,S 
). 


7-5 


Me 


HCI 


amo. 


NMR: (DMSO-de); 2.73(3H,s), 3.34(3H,s), 3.99-4.06(2 
H,m), 4.35-4.40(1 H,m), 6.13(1H,br), 6.34(1H,br), 
7.06-7.1 6(3H,m), 7.39-7.57(6H,m). 


7-6 


Me Me 


HCI 


yamo. 


NMR: (DMSO-dJ; 2.07(3H,s), 2.15(3H,s), 3.40(3H,s), 
4.02-4.04(2H,m), 4.35-4.39(2H,m), 6.18(1 H,s), 7. 
00-7.50(9H,m). 


7-7 


F 3 C 


HCI 


pow. 


NMR: (DMSO-de); 2.66-2.85(5H,br), 3.04(1H,m), 3. 
22(1 H,m), 3.37-3.50(3H,m), 4.05(1 H,m). 4.37(1 
H,m), 4.78(1H,m), 6.44(1H,s), 6.60(1H,s), 7.20 
(2H,d), 7.38-7.46{4H.m), 7.52(1 H,t), 7.60(1 H,t), 
7.73(1 H,d). 10.76(1 H.br). 
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7-8 


N 

Me 




amo. 


NMR: (CDCI3); 2.22-2.30(4H,m), 2.47(3H,br), 2.55- 
2.85(2H,m), 3.33(1 H,m), 3.42-3.54(2H t m), 3.6 
5(2H.br). 4.91 (1H,m), 6.22(1 H,s), 7.02(1 H,d), 
7.22-7.36(5H,m), 7.38-7.50(3H,m). 


7-9 


Ki 

Me 




amo. 


INMn. IOU0I3;, £*\jo[*tr\,n\) t <£.<£ol»3n,s/, ^.oo^n.Drj 
, 2.55(3H,s), 3.29(3H,br), 3.38-3.68(3H,m), 4.8 
8(1H,m), 6.06(1 H,s), 7.02-7.66(9H,m). 


7-10 




HCI 


amo. 


NMR: (DMSO-de); 3.34(3H,s), 4.41-4.43(1H,m) t 5.68( 
1H,s), 6.79(1 H,s) t 7.14(1H,d), 7.32-7.37(1 H,m), 7 
.42-7.55(7H,m), 7.63-7.65(1 H t m). 


7-11 


w 

Me 


HCI 


amo. 


NMR: (DMSO-de); 2.81 (3H,s), 3.44(3H,s) I 4.06-4.11(1 
H,m), 4.42-4.47(1 H,m), 5.47(1 H,s), 6.78(1 H,s), 7. 
13(1H,d), 7.39-7.49(7H ( m), 7.62-7.65(1 H,m). 


7-12 


> ^-Me 




amo. 


NMR: (CDCI 3 ); 2.22(3H,S). 2.34(3H,s), 2.38-2.50(5 
H,m), 2.67(1H,br), 3.54(3H,br) f 3.60-3.80(2H,br 
), 6.47(1 H,d), 7.02(1H,m), 7.20(2H,br). 7.25-7. 
60(4H,br), 7.62-7.90(2H,m). 



%7 




Ex. 


R ? 


R 3 


Sal. 


For. 




7-13 


-H 


-H 


HCI 


pow. 


NMR: (DMSO-de); 2.39(1 H.br), 2.67(1 H f m), 3.0-3.6(9 
H,m), 3.7-4.0(4H,m), 4.84(1 H,d), 6.59(1 H,s) t 7.2 
7(1 H,s), 7.29(1 H,s), 7.4-7.6(6H,m), 7.84(2H,m), 
8.64(1 H.t), 11.16(1H f br). 


7-14 


-Me 


-H 


HC! 


pow. 


NMR: (CDCIJ; 2.0-2.5(2H,br), 2.66(3H,s), 2.92-2.94( 
2H,m), 3.24(2H t br), 3.52-3.55(2H,m), 3.82(2H,br 
), 3.97-4.0(2H,m), 4.24-4.3(2H,m), 6.44(1H,s), 6. 
93(1H,d), 7.2-7.4(4H,m), 7.56(1H,d), 7.78(2H,d), 
8.48(1 H,br), 12.49(1 H.br). 


7-15 


-Et 


-H 


HCI 


pow. 


NMR: (DMSO-de); 1.23(3H,t), 2.40(1 H.br), 2.67(1 H.br 
), 2.87(2H,m), 3.0-3.25(4H,m), 3.3-3.7(5H,m), 3. 
8-4.0(4H,m), 5.87(1 H.br), 6.63(1 H,s) t 7.04(1 H,d), 
7.2-7.5(5H,m), 7.79(2H,m), 8.67(1H,t) t 11.39(1 
H.br). 


7-16 


-OMe 


-H 


HCI 


pow. 


NMR: (DMSO-de); 2.45(2H,m), 3.05-3.25(4H,m) t 3.3- 
3.6(5H,m), 3.71 (3H,s), 3.75-4.0(4H,m), 4.82(1 H, 
br), 6.48(1 H,s), 7.06(1 H,d), 7.25-7.55(5H,m), 7.8 
3(2H,m), 8.56(1 H,t). 11.08(1H,br). 


7-17 


-CF 3 


-H 


HCI 


pow. 


NMR: (CDClg); 2.4-2.5(1 H.br), 2.9-3.0(1 H.br), 3.3-3.4 
(4H t m), 3.5-3.6(2H t m), 3.84(2H,d), 3.9-4.1 (2H,m 
), 4.2-4.3(2H,m), 4.9-5.0(1 H.br), 6.46(1 H,s), 6.97 
-6.99(1 H,m), 7.2-7.5(5H,m), 7.79-7.81 (2H,m), 8. 
52(1H t br,), 1Z56(1H ( br). 
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7-18 


-Me 


2-Me 


HCI 


pow. 


NMR: (DMSO-de); 2.32(3H,s), 2.39(1 H,m), 2.53(3H,s) 
, 2.89(1 H,m), 3.05-3.25(4H,m), 3.4-3.6(5H,m) f 3. 
7-4.0(4H,m), 4.86(1 H,br), 6.47(1 H,s), 7.11(1H,d) 
, 7.2-7.6(7H,m). 8.64(1 H.t). 11.11(1H,br). 


7-19 


-Me 


3-Me 


HCI 


pow. 


NMR: (DMSO-de); 2.33(3H,s), 2.41 (1H,m). 2.48(3H,s 
), 2.68(1H,m), 3.05-3.25(5H,m), 3.4-3.6(4H,m). 
3.8-4.0(4H,m), 4.86(1 H.br), 6.62(1 H,s), 7.07(1 H, 
d) t 7.2-7.7(7H,m), 8.66(1 H,t). 11.32(1H,br). 


7-20 


-Me 


4-Me 


HCI 


pow. 


NMR: (DMSO-de); 2.32(3H,s), 2.39(1H,m), 2.48(3H,s) 
, 2.67(1 H,m), 3.05-3.25(5H,m), 3.4-3.65(4H,m), 
3.75-4.0(4H,m), 4.86(1 H.br), 6.40(1 H.br), 6.61(1 
H,s). 7.07(1 H t d), 7.2-7.35(3H,m), 7.42(2H,m), 7. 
66(2H,d), 8.66(1 H.t), 11.37(1H,br). 


7-21 


-Me 


2-CF 3 


HCt 


pow. 


NMR: (DMSO-de); 2.41(1H,m), 2.50(3H,s), 2.8(1H,m), 
3.0-3.25(5H,m), 3.5-3.7(4H,m), 3.75-4.0(4H,m), 
4.87(1H,br), 6.41(1H,s), 7.09(1H,d), 7.30(1H,m) 

, 7.35-7.55(3H,m), 7.70(2H,m), 7.85(1 H,m), 8.67 

(1H,t), 11.28(1H,br). 


7-22 


-Me 


4-CF 3 


HCI 


pow. 


NMR: (DMSO-de); 2.51 (3H,s), 3.1-3.2(4H,m), 3.4-3.6(4 
H,m), 3.79-3.85(2H,m), 3.93-3.97(2H,m), 6.64(1 H,s 
) ( 7.10(1H,d), 7.26-7.45(3H l m), 7.78(2H,d), 8.01(2 
H t d), 8.64(1 H,m), 11.06(1H,br). 


7-23 


-Me 


2-OMe 


HCI 


ypow. 


NMR: (DMSO-de); 2.46(1 H ( br), 2.49(3H,s), 2.65(1 H,b 
r), 3.0-3.25(5H,m), 3.46(2H,d), 3.60(2H,br), 3.8- 
4.0(7H,m), 4.88(1 H.br), 6.37(1 H,s), 7.0-7.5(7H,m 
), 8.15(1H.m). 8.77(1H,t). 11.58(1H,br). 


7-24 


-Me 


3-OMe 


HCI 


pow. 


NMR: (DMSO-de); 2.45(1 H,br), 2.48(3H,s), 2.67(1 H,b 
r), 3.0-3.3(5H,m) f 3.46(2H,d), 3.59(2H,m), 3.79( 
3H,s), 3.8-4.0(4H,m), 4.86(1 H.br), 6.23(1 H.br), 6 
.61(1H,s), 7.0-7.1 (2H,m), 7.25-7.45(6H,m), 8.68( 
1H,t), 11.48dH.br). 


7-25 


-Me 


4-OMe 


HCI 


ypow. 


NMR: (DMSO-de); 2.43(1 H,m), 2.47(3H,s), 2.67(1 H,m 
), 3.05-3.25(5H,m), 3.46(2H,d), 3.58(2H,br), 3.7 
9(3H,s), 3.8-4.0(4H,m). 4.86(1 H.br), 6.07(1 H.br), 
6.59(1H,s), 6.97(2H,m) l 7.07(1H,d), 7.29(1H,m) 
, 7.4(2H,m), 7.70(2H,m), 8.66(1 H.t), 11.34(1H,br 

)■ 


7-26 


-Me 


2-F 


HCI 


ypow. 


NMR: (DMSO-de); 2.42(1H,br), 2.50(3H,s), 2.67(1H, 
m), 3.0-3.25(5H,m), 3.47(2H,d), 3.59(2H,m), 3.8 
-4.0(4H t m), 4.87(1 H.br), 6.35(1 H,s), 7.11(1H,d), 
7.25-7.6(6H,m), 8.10(1 H,m), 8.73(1H,t), 11.35(1 
H.br). 


7-27 


-Me 


3-F 


HCI 


pow. 


NMR: (DMSO-dJ; 2.41(1H,br), 2.66(1H,m), 3.05-3.2 
5(5H,m), 3.35(3H,s), 3.47(2H,d), 3.56(2H,br), 3. 
80(2H,t), 3.95 (2H,m), 6.67(1H,s), 7.08(1H,d) t 7 
.25-7.65(7H.m), 8.63(1H.tt, 10.98(1H,br). 


7-28 


-Me 


4-F 


HCI 


pow. 


NMR: (DMSO-de); 2.40(1 H,m), 2.49(3H,s), 2.70(1 H,m 
), 3.05-3.25(4H,m), 3.3-3.65 (5H,m), 3.75-4.Q(4H, 
m), 4.87(1H,br), 6.64(1H,s), 7.07(1H,d), 7.2-7.3 
5(3H,m), 7.43(2H,m). 7.84(2H,m), 8.67(1 H,t), 11 
.37(1 H.br). 


7-29 


-Me 


3-CI 


HCI 


pow. 


NMR: (DMSO-de); 2.40(1 H t m) t 2.49(3H,s), 2.75(1 H,m 
), 3.0-3.25(4H,m), 3.4-3.7(5H,m), 3.75-4.0(4H,m) 
, 4.86(1H,br), 6.67(1H,s), 7.08(1H f d), 7.29(1H,m 
), 7.35-7.55(4H,m), 7.74(1H,m). ^OKm), 8.6 
6(1H,t), 11.27(1H,br). 
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^8 



Ex. 


A 


R 3 


Sal 


For. 




6 




-H 




pow. 


NMR: (CDCy; 2.4-2.6(6H,m), 3.3-3.6(2H.m), 3.6-3.7 
(4H,m), 4.93(1H,br), 6.28(1H,s), 6.40(1H,br), 6.9 
2(1H,br). 7.2-7.5(8H,m), 7.80(1H,br). 


7-30 




-H 


- 


amo. 


NMR: (CDCIJ; 2.3-2.6(6H,m), 3.3-3.7(5H,m), 6.26(1 
H.s), 7.3-7.7(1 OH.m). 


7-31 




-H 


- 


pow. 


NMR: (CDCIJ; 2.5-3.3(6H,m), 3.3-3.6(4H,m), 3.6-3.7 
(4H,m), 6.30(1H,s). 6.58(1H,s), 7.03(1H,d), 7.2- 
7.5(6H,m). 7.64-7.67(2H.m). 


7-32 


O^Me 


-H 


HCI 


pow. 


NMR: (CDCI3); 2.52(3H.s), 2.92(2H,br). 3.22(2H.br), 
3.5-3.54(2H,m), 3.8-3.82(2H,m), 3.99-4.00(2H,m) 
. 4.25-4.28(2H,m), 5.36(1 H,br), 6.39(1 H.s). 


7-33 




-H 


HCI 


pow. 


NMR: (DMSO-Oa), 3. i 1-3.2 i(4n t mj, G.oOlon,SJ, o.qo 
-3.57(4H,m), 3.76-3.83 (2H,m), 3.94-4.06(2H,m). 
6.45(1H,s), 6.57(1H,br), 6.97(1H,br), 7.25-7.40(8 
H,m), 8.68(1H,br), 10.92{1H,br). 


7-34 


s Me 


-H 


HCI 


pow. 


NMR: (DMSO-cy; 2.3-2.0(011,111), o.U-o.<io^n t m;, 
3.35-3.65(4H,m), 3.75-4.0(4H,m), 4.87(1 H.br), 
6.38(1H,s), 6.92(lH,d), 7.15(1H,t), 7.27(1H,t) 
. 7.35-7.5(5H.m). 8.63(1H,t), 11.18dH.br). 


7-35 




-H 


HCI 


pow. 


NMR. (UMbU-Qfi), 2.oi(on,S), o.U-ox\Hn,m), o.o-o.o 
. (6H,m), 3.75-3.8(2H,m), 3.94-4.04(2H,m), 6.49(1 
H,s), 7.02(1H,d), 7.2-7.5(8H,m), 8.60(1H,br) t 10. 
80(1 Kbr). 


7-36 


N Me 


-H 


HCI 


pow. 


NMR: (CDCI 3 ); 2.53(3H,s), 2.6-2.7(3H,m), 3.20(2H,m 
), 3.47-3.49(2H,m), 3.79(2H f br), 3.99(2H,br), 4.2 
-4.3(2H.m), 6.31 (1H,s), 7.00(1 H,d), 7.2-7.5(6H,m 
), 7.66(1H,d). 8.34(1H,brt. 12.56(1H,br). 


7-37 


T 

N Me 


-H 


2HCI 


pow. 


NMR: (DMSO-dg); 2.50(3H,s), 3.1-3.2(4H,m), 3.46(2 
H,d), 3.57(2H,m), 3.79-3.85(2H,m), 3.94-4.0(2H, 
m), 6.39(1H,s), 7.2-7.5(8H,m), 7.96(1H,br), 8.68 
(lH.br), 11.18(1H,br). 


7-38 


N Me 


-H 


HCI 


pow. 


NMR: (CDCI3); 2.50(3H,s), 2.7-3.0(2H,m). 3.1-3.3(2H 
,m), 3.4-3.6(2H,m), 3.7-3.8(2H,m), 3.9-4.3(4H,m) 
. 6.36(1H t s), 6.56(1H,br), 7.01 (1H.d), 7.3-7.5(6H 
,m), 7.61 (1H.d). 8.38(1 H.br). 12.42dH.br). 


7-39 


-n T 

N Me 


-H 


HCI 


pow. 


NMR: (DMSO-dJ; 2.50(3H,s). 3.1-3.2(4H,m), 3.3-3.7 
(6H t m), 3.78-3.83(2H,m), 3.96-3.99 (2H,m), 6.54( 
1H,s), 6.87(1H,br), 7.1-7.6(7H,m), 8.71(1H,br), 1 
0.92(1 H,br). 


7-40 


N^ 
s Ac 


-H 




pow. 


NMR: (CDCy; 2.41(3H,s) ( 2.4-2.6(6H,m), 3.3-3.8(7H 
,m), 5.03(1H,br), 5.96(1H,s), 7.1-7.6(7H,m), 7.9 
1(2H,d). 



51 



7-41 


-or; 


• -H 




pow. 


NMR: (CDCIJ; 2.4-2.5(6H,m), 2.57(3H f s) f 3.41(1H,br 
), 3.72-3.40(4H,m), 6.17(1H,s). 6.26(1H t s), 6.40( 
1H,br) ( 7.2-7.6(8H,m). 


7-42 


Me 


-H 


HQ 


pow. 


NMR: (DMSO-de); 2.45(3H,s), 3.0-3.3(4H,m), 3.4-3.7 
(5H,m), 3.8-3.9(2H,m), 3.9-4.0(2H,m), 6.28(1 H,b 
r), 6.55(1H,s), 7.10(1H,d), 7.3-7.6(7H ( m), 8.62(1 
H,d), 10.94(1 H.br). 


7-43 


CF, 

-nY 

N J 


-H 


HCI 


pow. 


NMR: (DMSO-dJ; 3.1-3.3(4H,m), 3.4-3.6(4H,m). 3.5 
7-3.81 (2H,m), 3.95-3.98(2H,m), 6.60(1 H,s), 6.96 
(1H,d), 7.32-7.51 (7H,m), 8.61(1H,br), 10.81(1H, 
br). 


7-44 


Me 


-H 




amo. 


NMR: (CDCIJ; 2.04(3H,br), 2.14(3H,br), 2.4-2.6(6H, 
m), 3.44-3.49(3H,m), 3.70-3.73(5H,m), 6.23(1H, 
s), 6.50(1H,br), 6.85(1H f br), 7.2-7.5(7H,m). 


7-45 


"Vn 


-H 


HCI 


opow. 


NMR: (DMSO-d 6 ): 3.0-3.2(4H,m), 3.3-3.6(4H,m), 
3.7-3.8(2H,m), 3.9-4.0(2H,m), 6.42(1 H,s), 
7.3-7.6(10H,m), 8.57(1H,t), 10.82(1H,br). 




CHO 




1 lOl 




NMR- fCDCLV 2 94f2H bri 3 24(2H bri 3 58(2H br). 
4.02(2H,br), 4.29(2H,br), 6.08(1 H,s), 6.40(1 H,s) 
, 6.98(1 H.d), 7.2-7.6(7H,m), 8.44(1 H.br), 9.92(1 
H,s). 


7-47 




4-CI 


HCI 


pow. 


NMR: (DMSO-dJ: 3.1-3.3(4H,m) l 3.5-3.7(4H,m), 3.8- 
4.0(4H f m), 6.42(1 H,s), 6.64(1 H,s), 7.02(1 H,d), 7 
.3-7.7(7H,m), 8.64(1 H.br), 1 0.88(1 H.br). 


7-48 


XT 

Me 


3-N0 2 


HCI 


pow. 


NMR: (DMSO-de): 2.42(3H,s), 3.0-3.3(4H,m), 3.4-3.6 
(4H,m), 3.7-3.8(2H t m), 3.9-4.0(2H,m), 6.65(1 H,s 
), 7.07(1H,d), 7.29(1H,t), 7.4-7.5(2H,m), 7.63(1H 
,t), 7.84(1H,d), 8.1-8.2(2H,m), 8.62(1 H,m), 10.8 
3{1H,br). 




Ex. 


B 


Sal. 


For. 




7-49 


N=v 


2HCI 


pow. 


NMR: (DMSO-d«); 2.41 (1H,m), 2.52(3H,s), 2.70(1H,m), 3.0- 
3.25(5H,m), 3.4-3.7(4H,m), 3.8-4.0(4H,m), 4.87(1H,br), 
6.73(1 H,s), 6.86(1 H.br), 7.09(1 H.d), 7.28(1 H,m), 7.42( 
2H,m), 7.67(1H,m). 8.44(1H.d), 8.65-8.8(2H,m). 9.09(1 
H.s), 11.54dH.br). 


7-50 


O- 


2HCI 


pow. 


NMR: (DMSO-ds); 2.41(1H,m), 2.55(3H,s), 2.71(1H,m), 3.05 
-3.25(5H,m), 3.4-3.7(4H,m), 3.8-4.0(4H,m), 4.86(1 H.br), 
6.73(1H,S), 7.10(lH,d), 7.27(1H.m), 7.43(2H,m), 8.14( 
2H.m), 8.6-8.85(3H.m), 11.51(1H,br). 
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*1 o 




Ex. 


«1 


Sal. 


For. 




8 


-OH 




amo. 


NMR: (CDCy; 1.57(2H,br), 1.75(1H,t), 2.66(3H,s), 4.65(2H,b 
r), 6.19(1H,m), 6.93-7.00(1 H,d), 7.21 -7.30(1 H,m), 7.34-7. 
52(5H,m). 


9 


/ — V 
— N N-Me 
V / 


2HC1 


pow. 


NMR: (DMSO-de); 2.69(3H,s), 3.2-4.7(1 3H,m), 6.51 (1H.br), 7 
.11(1H,d), 7.3-7.9(8H,m). 


9-1 


y-vj OAC 




oil. 


NMR: (CDCI3); 1.6-1 .8(2H,br), 2.02(3H,s), 2.0-2.5(3H,m), 2.6 
3(3H,s), 2.96(2H,br), 3.3-3.4(1 H.br), 3.90(2H f d), 4.78(1 H, 
br), 6.18(1H,br), 6.92(1H.d), 7.2-7.4(6H.m), 7.68(2H,d). 


10-3 


/"A OH 


HCI 


pow. 


NMR: (DMSO-de); 1.4-1.9(5H,m), 2.52(3H,s), 3.0-3.3(4H,m), 
3.5-3.7(1 H.br), 4.22(1 H.br), 6.56(1 H.br), 7.14(1H,d), 7.3- 
7.6(6H,m), 7.80(2H,d). 10.71(1H,br). 



SI 1 



Ex. 


R, 


Sal. 


For. 




9-2 


-O 

0 


HCI 


pow. 


NMR: (DMSO-cy; 1.36(1H.br), 1.8-1.9(2H,m), 2.13(1H,br 
), 2.33(2H,br), 2.50(3H,s), 2.69(1 H.t), 3.0-3.3(6H,m), 
3.4-3.5 (2H,m), 3.8-4.0(6H,m), 4.34(1 H.br), 4.82(1 
H.br), 6.79(1H,S), 7.12(1h,d), 7.3-7.6(6H,m). 7.75(2 
H,d), 10.36(1 H.br). 


10 






pow. 


mfz: 552(FAB,M'+1) 

NMR: (DMSO-dg); 1.67(3H,m), 2.52(3H,s), 3.84-3.88(1H, 
m), 4.33-4.35(1 H,m), 6.77(1H.s), 7.12(1H,d), 7.28-7. 
33(1H,m), 7.40-7.54(5H,m), 7.74-7.76(2H,m). 


10-1 


r-\ oh 




amo. 


m/z: 538(FAB,M'+1) 

NMR: (CDCI3); 1.27(2H,br), 1.41(1H,br), 1.59(3H,br). 1.7 
3-1.84(3H.m), 2.63(3H.S), 2.64-2.70(2H,m), 3.11(1H, 
t), 3.46-3.58(2H,m), 3.92(1 H.d). 4.65(1 H.d), 6.33(1 H 
,s), 6.98(1 H,d), 7.23(1 H,m), 7.34-7.42(4H,m), 7.45(1 
H,m), 7.68(1H,d), 7.70(1H,d). 


11 




HCI 


pow. 


NMR: (DMSO-dJ; 1.65-1 .77(2H,m). 1 .90-1 .93(2H,m), 2.4 
8(3H,s), 2.93-3.02(2H,m), 3.14(1 H.br), 3.24-3.28(2H, 
m), 4.80(1H,br), 6.56(1H.s), 7.07(1H,d), 7.26-7.29(1 
H,m), 7.39-7.47(5H,m), 7.75(2H,d). 8.49(1H,d), 9.00 
(1H.br). 
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12 


f^NMe 




pow. 


NMR: (DMSO-de); 1.41-1.51 (2H,m), 1.71-1 .73(2H,m). 18 
Q-1 Q?;fpH rrri 2 4AHH <5^ 2 71-2 73f2H m) 3 32J3H 
s), 3.54-3.63(1 H,m), 6.51(1H,s), 7.06(1H,d), 7.25-7. 
29(1H,m), 7.38-7.47(5H,m), 7.41 -7.48 (4H,m), 7.56-7. 
57(1 H,m), 7.73-7.75(2H,m) l 8.18(1 H.d). 


13 




2HQ 


pow. 


NMR: (DMSO-de); 1.32-1.40(2H,m), 1.75-1.83(3H,m), 2.4 
QHH 2 77-2 80J2H mi 3 00-3 G6(2H ml 3 22-32 
6(2H,m) ( 6.54(1H,s), 7.07(1H,d), 7.28(1H,m), 7.39-7. 
49(6H,m) l 7.73-7.75(2H l m), 8.47(1 H,t). 


13-1 


-n^~Vnh 2 
V / 


HCI 


pow. 


NMR: (DMSO-de); 1.37-1.53(2H,m), 1 .94-1 .97(2H,m), 2.5 
2/3H 2 72-2 78M Hm] 31 8-3 29(2H m) 3 92-3 9 
5(1 H,m), 4.36(1 H.br), 4.80(1 H,br) t 6.82(1 H,s), 7.1 3( 
1H,d), 7.30-7.34(1H,m), 7.42-7.47(4H,m) l 7.58(1H,d) 
, 7.75-7.76(2H,m), 8.23(2H,br). 


13-2 


/ — \ 

-N NH 

N / 




pow. 


kimd. /pnPI V 1 RfVfiH hrt 2 fi3^H 2 82-2 93 (4H m\ 
3.50(2H,t), 3.65(1 H.br), 6.31 (1H,s), 6.98(1 H,d), 7.2 
5-7.27(2H t br), 7.34-7.40(3H,m), 7.44(1 H,m), 7.68-7.7 

1.1 it). 


13-3 




2HCI 


pow. 


NMR: (DMSO-de); 2.49(3H,s), 3.24(1 H.br), 3.50(5H,br), 
3.90(4H f br), 6.65(1 H,s), 7.08(1 H.d), 7.27-7.31 (1H,m) 
, 7.39-7.48(4H,m), 7.77-7.79(2H,m), 8.60-8.63(1 H,m) 


13-4 




- 


amo. 


NMR: (CDCl 3 ); 1.8-1. 9(1 H,m), 2.45(3H,s), 2.63(3H,s), 
3.18(1H,m), 3.87(1 H,d), 6.33(1 H.s), 6.97(1 H.d), 7 
.3-7.4(5H,m), 7.45(1H,d), 7.69(2H,d). 


14 


-N^=N0H 




pow. 


NMR- ^niUIQn-rl V 2 27-2 ^1 (2H rrrt 2 53HH <^ 3 59-3 6 

3(2H,m), 6.85(1H,s), 7.13(1H,d), 7.30-7.34(1 H.m), 7. 
41-7.49(4H,m), 7.56-7.60(1 H f m), 7.75(1 H.d), 10.54(1 
H.s). 


14-1 






pow. 


MMP> /nM^O-H V 9 ^1 tOYA hr\ 2 42/2H hrt 2 52f3H s) 

3.60-3.65(3H,br), 3.75(3H,d), 6.84(1H,s), 7.13(1H,d), 
7.30-7.34(1 H,m), 7.41-7.49(4H,m), 7.58(1H,d), 7.74 


14-2 




- 


pow. 


NMR: (CDCI3): 1.23-1.27(3H,m), 2.39-2.43 (2H t m), 2.63(3 
H,d), 3.60-3.66(3H,br), 4.06-4.1 1(2H,m), 6.36(1H,s), 
6.99(1 H,d), 7.24-7.28(1 H,m), 7.34-7.46(5H,m), 7.68 
-7 70f2H 


14-3 




2HCI 


pow. 


NMR: (DMSO-de); 2.34-3.91 (22H,m), 2.52(3H,s), 4.38-4. 
41(2H,m), 6.85(1H,s), 7.14(1H,d), 7.30-7.35(1 H,m), 
7.40-7.45(4H,m), 7.56-7.59(1 H,m), 7.73-7.76 (2H,m). 


14-4 


^-N 


2HCI 


pow. 


NMR: (DMSO-de); 2.53(3H,s), 3.66-3.68(2H,m), 5.30-5.3 
fif2H m\ 6 85M H eft 7 1 5f1 H d) 7 33-7 36(1 Hm) 7 
.43-7.48(4H,m), 7.56-7.60(1 H,m), 7.75(2H,m) > 7.90-7 
.94(2H,m), 8.85-8.86(2H,m). 


14-5 


o 


HCI 


yamo. 


NMR: (DMSO-de); 2.32-2.34(1H,m), 2.52(3H,s), 3.63-3.6 
c/ou m \ zm9\-\<t\ RRtiMH^ 7 12-7 15MHm^ 7 
30-7.35(1 H,m), 7.40-7.47(4H,m), 7.56-7.59(1 H,m), 7. 
73-7.77(2H,m), 7.92-7.97(1 H,m), 8.37-8.42(1 H,m), 8. 
80-8.84(2H,m). 


14-6 


-nVn Vn 


HCI 


amo. 


NMR: (DMSO-dg); 2.31 -2.33(1 H,m), 2.53(3H,s), 3.65(2H, 
br), 5.32(2H,s), 6.85(1 H,d), 7.14(1 H.d), 7.30-7.35(1 
H,m), 7.41-7.47(4H I m), 7.56-7.60(1 H.m), 7.73-7.83(4 
H,m), 8.29-8.36(1 H,m), 8J6-8.78(2H,m). 


14-7 


^ NOH 




pow. 


NMR: (DMSO-dJ; 1.72(3H,s). 2.52(3H,s), 2.65-2.73(1 H, 
m), 3.89-3.93(1 H.m), 4.36-4.40(1 H,m), 6.80(1 H,s), 7 
.12(1H,d), 7.29-7.34(1 H,m), 7.41-7.47(4H,m), 7.53-7. 
56(1 H.m), 7.74-7.77(2H.m). 
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14-8 






amo. f 


MMR: (CDCI3); 2.4-2.5(2H,m), 2.63(3H,s), 3.5-3.6(1 H, 
m), 4.99(2H,d), 6.34(1 H,s), 6.83(1 H.s). 6.9-7.0(1 
H t m), 7.0-8.0(22H,m), 7.69(2H,d). 


15 


-N^=NNAc 


- 


pow. 1 
1 


tVz:578(FAB,M + +1) 

WR: (DMSO-dJ; 2.50(3H,s). 3.32(3H,s), 3.5-3.8(3H, 
m), 6.86(1H,s), 7.14(1H,m), 7.32(1H,t), 7.4-7.5(4 
n,roj, /.ooiin.ij, r./D^n,a^. 


16 




- 


pow. 


MMR: (DMSCkU; 2.12(3H,d), 2.52(3H,s), 3.65-3.74(3H, 
m), 6.85(1H,br). 7.14(1H.d), 7.31 -7.34(1 H.m), 7.41-7 
.49(4H.m), 7.58-7.61 (1H,m). 7.74-7.76(2H,m). 


16-1 


-N^^-NHCOCF 3 




amo. 


NMR: (CDCIj); 1.4-1.6(2H,m), 2.05(2H,d), 2.63(3H,s), 
2.82(1 H,t), 3.24(1 H.t), 4.0-4.1 (1H,br). 4.64(1 H.br 
). 6.33(1 H.s), 7.00(1 H,d), 7.3-7.5(6H,m). 7.69(2H. 
d). 


16-2 


0 

-N N^^C0 2 H 




pow. 


NMR: (CDCI 3 ); 2.63(3H,s), 2.6-2.7(4H,m), 3.5-3.8(7H, 
m), 6.33(1 H,s). 7.00(1 H.d), 7.3-7.5(6H,m), 7.69(2 
H.d). 


16-3 


\ /-C0 2 H 

-nY-nac 




pow. 


NMR: (CDCI 3 ); 1.3-1.9(4H,m). 2.02(1 .5H,S), 2.23(1 .5H 
,s), 2.61 (3H,s), 3.1-3.2(1H,m). 3.8-4.1 (5H.m), 4.7- 
4.8(2H,m), 6.35(1H,s), 6.98(1H,t), 7.2-7.5(6H,m), 
7.68(2H,d). 


17 


H 




pow. 


. 1. . IfM 1 \ _ in/Mi • _\ 0 A n/4 1—1 VI O/I/OLJ ^-n r\ 

NMR: (DMSO-de); 2.48(3H,s), 3.12(1H,br), 4.24(2H,Dr) t 
4.87(1H,br), 6.52(1H,s), 6.95(1H,br), 7.05(1H,d), 7.2 
5-7.29(1H,m), 7.38-7.48(6H t m), 7.57(1H,br), 7.73-7.7 
5(2H,m). 8.62(1 H.br), 11.87(1H,br). 


17-1 


^ n Jnh 


HQ 


pow. 


NMR: (DMSO-de); 2.33-2.35(1 n,m), 2.52(3n,S), b.Ub^n, 
s), 6.84(1 H,m). 7.14(1H,d), 7.30-7.35(1 H.m), 7.42-7. 
50(5H,m), 7.56-7.58(1 H f m) f 7.69-7.76(3H,m), 9.10(1 
H,S). 


17-2 




- 


amo. 


NMR: (CDCy; 2.62(3H,s), 2.83(2H,br), 3.17(2H,br), 3.71 
(2H,br), 6.37(1H,s), 6.99(1H,d), 7.27-7.46(6H,m), 7. 
66-7 68f2H rrri 


18 


N — ' Me 


- 


yamo. 


NMR: (CDCI 3 ): 1.37(3H.br), 2.06(3H,s), 2.36-2.42(3H,m), 
2.74(3H,S), 3.65-3.69(1 H.m), 6.78(1 H,s), 7.05(1 H,d) 
, 7.23-7.42(6H.m), 7.74-7.76(2H,m). 


19 


, — v j — NHBzl 


HCI 


pow. 


NMR: (DMSO-dg); 2.60(3H,s), 4.13(2H,br), 6.77(1 H,s), 7. 
12(1 H,d), 7.29-7.34(1 H.m), 7.43-7.51 (10H,m), 7.74- 
7.76(2H,m). 


20 


/— \ /-C0 2 H 
s — ' COCFj 


- 


amo. 


NMR: (CDCW; 1.5-2.0(2H,m). 2.63(3H,s), 4.79(1 H.m), 
6.36(1H.S). 7.00(1H,d), 7.2-7.5(6H,m). 7.67(2H,d 
)• 


21 


/ \ /-C0 2 Et 


- 


amo. 


NMR: (CDCy; 1.28(3H.t), 1.4-1.5(2H,m). 1.8-1.9(2H,m 
), 2.63(3H,S), 2.7-2.8(1 H,m), 3.18(1H.t), 3.84(1H, 
d), 4.19(2H,q), 6.32(1 H.s), 6.98(1H,m), 7.3-7.5(6 
H,m), 7.68(2H.d). 


22 


^C0 2 H 

— N )-N 
\ / H 


- 


ypow. 


NMR: (CDCy; 2.59(3H,s), 6.37(1H,br), 6.97(1H,d), 7. 
3-7.5(6H,m), 7.67(2H,d). 


23 


/ — v CONH. 




pow. 


NMR: (CDCy; 2.64(3H,s), 2.9-3.5(3H,br), 3.6-4.0(3H,b 
r), 5.00(1H,br). 5.71(1H,d), 6.36(1H,s), 6.99(1H.d) 
. 7.2-7.5(6H,m). 7.69(2H.d). 


24 


-N>=N CONH 2 




ypow. 


NMR: (DMSO-de); 2.52(3H,s). 4.32(2H.s), 6.85(1H,s), 7. 
13-7.14(2H,m). 7.26-7.34(2H.m). 7.41-7.49(4H,m), 7. 
57-7.59(1H,m). 7.74-7.76(2H.m). 
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24-1 


v — f o N — ' 


HCI 


amo. 


NMR: (DMSO-cy; 2.52(3H.s), 2.77-2.79(6H,m), 3.14-3.1 
6(2H,m), 3.44-3.50(2H,m), 4.42(2H f s), 6.85(1 H,s), 7. 
14(1H,d), 7.30-7.35(1 H,m). 7.43-7.48 (4H,m), 7.57-7. 
59(1 H,m), 7.73-7.77(2H,m) t B.Oi-a.uolin.mj. 


24-2 


f—\ 

-N )"N C0 2 Et 


• 


amo. 


NMR: (CDCy; 1.29(3H,t), 2.63(3H,s), 4.22(2H,q), 4.58(2 
H,s), 6.36(1 H,s), 6.99(1 H,d), 7.24-7.46(6H,m), 7.68- 
7.70(2H,m). 


25 


/ — \ /-C0 2 Et 

-Ok 


HCI 


pow. 


NMR: (CDCI3); 1.34(3H,t), 1. 6-2.3 (6H,m), 2.68(3H,s), 
2.99(3H,s), 3.16(1H.m), 3.7-4.2(4H,m) ( 4.29(2H,q) 
, 4.81(1H,br), 6.36(1 H,s), 6.97(1 H.d), 7.3-7.5(6H, 
m), 7.71 (2H,d). 


25-1 


/ — v Boc 

-N VK 

N — ' Me 


- 


amo. 


NMR: (CDCy; 1.46(9H,s), 2.63(3H,s), 2.70(3H,s), 3.9 
5(1H,br), 4.74(1 H f br), 6.33(1 H,s), 6.98(1 H.d), 7.3- 
7.5(6H,m), 7.69(2H,d). 


25-2 


r-\ ^C0 2 Et 
-N Vr* 

\— / COCF 3 


* 


yamo. 


NMR: (CDCIJ; 1.28(3H t t), 1. 8-2.0(1 H t m), 2.63(3H,s). 
4.0-4.3(5H,m), 4.7-4.8(1 H,m), 6.33(1 H,s). 6.99(1 H 
,d), 7.3-7.5(6H.m), 7.69(2H f d). 


25-3 


/ — v 




yamo. 


NMR: (CDCI3); 2.47-2.49(3H,m), 2.63(3H,s), 2.83(2H,t). 
3.11(2H,t) f 3.45(2H,m), 6.30(1H,s), 6.98(1H,m), 7.08 
-7.44(21 H,m), 7.68-7.70(2H,m). 


26 


f ^ 

— N N^CCLH 
0 




DOW. 


NMR: (CDCy; 2.60(3H,s), 3.8-4.0(1 H.m), 4.26(1 H.br), 
6.33(1 H,m), 6.94(1 H.d), 7.2-7.5 (6H,m), 7.67(2H, 
br). I 


27 


-N^N^CO,Et 
0 




amo. 


NMR: (CDCIJ; 1.28(3H,t), 2.63(3H,s), 3.49(2H,m), 3.8 
1(1H t m), 3.96(1H f m), 4.2-4.4(3H,m), 6.31(1H,s), 
6.99(1 H,m), 7.3-7.5(6H,m), 6.7-6.8(2H,m). 


28 


/ — v 
— N NAc 
\ / 




amo. 


NMR. (0UUI3), 2.i4ion t a), *:.o«Kon,sj t o.o^m.sj, t sj 
0(1H,d), 7.3-7.5(6H,m), 7.69(2H t d). 


29a 


- n O-C oh 

OH 


- 


amo. 


NMR: (CDCI3); 1.26-1.35(2H,m), 1.86-1. 90(1 H,m), 2.40(1 
H.br), 2.63(3H,s). 2.92-3.1 2 (2H,m), 3.65(1 H.br), 3. 
o4-»j.y i v«n,mj, ■t.ooiin.Drj, o.oo^in.o/, o.s7o-o.s«7i i 
H,m), 7.22-7.27(1 H,m), 7.34-7.38(4H,m), 7.44-7.47( 
1H.m), 7.68-7.71 (2H,m). 


29b 


OH 




amo. 


NMR: (CDCy; 1.25-1.36(6H,m), 1.65(2H,br), 2.63(3H r s), 
3.04-3.23(2H,m), 3.8Q(1H,br), 3.92-3.96(1 H.m), 4.1 
7(2H,q), 4.65-4.69(1 H.m), 6.33(1H,s), 6.97(1H,d), 7. 
22-7.27(1 H.m), 7.32-7.37(4H,m) t 7.44-7.47(1 H,m), 7. 
68-7.70(2H,m). 
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*1 2 



No. 



No. 



No. 



1a 



1b 



-Me 



-(Cty 2 OH 




Oa 



-Me 



Ob 



-(C^) 2 OH 



19a 



-Me 



19b 



-(Ch&OH 



2a 



2b 



3a 



3b 



•Me 



-(CHt) 2 OH 



-Me 




-Me 



lb 



-(Cty 2 OH 



20a 



-Me 



20b 



-(C^) 2 OH 




2a 



-Me 



2b 



-(C^) 2 OH 




21. 



-Me 



21b 



-(CH,) 2 OH 



? F 3 



9 F 3 



4a 



4b 



•Me 



•(C^) 2 OH 




3a 



-Me 



3b 



-(CH,) 2 OH 




22a 



-Me 



22b 



-(Chy 2 OH 



i5r 



5a 



5b 



6a 



6b 



-Me 



-(C^) 2 OH 



? F 3 

-fir 



4a 



•Me 



4b 



-(Ch&OH 



23a 



-Me 



23b 



-(C^) 2 OH 



-Me 



-(Cty 2 OH 



5a 



•Me 



5b 



-(C^) 2 OH 




24a 



-Me 



24b 



-(C^) 2 OH 



Me 



7a 



7b 



8a 
8b 
9a 
9b 



•Me 



-(C^) 2 OH 



-Me 



-(ca&OH 



-Me 



-(C^OH 



Me_ 

-Or 

Me 



7a 



-Me 



-(CHj) 2 OH 



-Me 



-(CH,) 2 OH 



•Me 



-(CH,) 2 OH 



Me_ 

Me 
Me 



25a 
25b 
26a 
26b 
27a 
27b 



-Me 



-<C^) 2 OH 



-Me 



-(CHJ 2 OH 



-Me 



-(CH,) 2 OH 



Me 
Me 



Me 
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1. TIB-J&it ( I ) T^$n-54, 4-y7MQ-2, 3. 4, 5-fh7tH 

o— 1 h — 1 -s<>*j7W>mmti0ut*<D&o 



B3§ : gfcl^©7y-JWgX(i5~6a^xP7'J-;i'g, 

R 1 : SNR 3 R 4 T^tl<5Ss -0-te*R7;U*JUgXliO H. 

R\ R 4 : PI-XligfcoT, 

1 ) ^Jc^H^s 

2) {g*B7JU*Jl/§ (l^ffi«B7;U+^liOH. «S15Jtf>7SyS, ^SIbKO^/- 
(S»7JU*;i'75>'S» v-i£IB7;U*^75y©v <gtR7^+;UgTii^O 
5-7 ftfiSfU'vr PS8Ss 5-6 ft^xP7 »J -;i/SXl*7 U -JU&Tg&Stl 

3) i/^P7K;H, 

4) {g|R7;U*;USTg^nICD5~7Mfa»^T-PSiS» 

5) 5~6I^ P7U-JH« 

6) 7U-^*XI* 

7) SCNR 3 R 4 ^-#(h«:oT{i^"I0 5~7m^^7 1 P^S (&5~7M^g 
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(±IE2) » 4) » 5) % 7) iZtmom 5-7 ai&ft'Vr P3@£. 5~7S#S 
n : 0, 1 X(42) 

CD'S > V 7 tf tf >iSgftXli*<Z)Jg. 

4 . 2- (4- { [4, 4- v 37 JM" P -1 - (4- * x^-2- 7i^f7 V-;U-5-* ;i/*:=JU) - 
2, 3, 4, 5-jh7t KP-1«-1-^>y7tfe>-5--< Ux>]7-fe^}tf^^v>-1- 

-ou)x*/-;k (i-{[4 1 4-^7J^p-i-(4-^5 L ;u-2-7x^5 i 7y-^-5-*ju 

*-;U)-2, 3, 4. 5-7 h7 1 KP-1W-1-^>y7-ee>-5--f U 7>] 7"fe3MU}-4- \L 

(1-{[4. 4-v7J^P-1-(4-^^U-2-7x-;U5 L 7V-^-5- 
^;UtH-;1/)-2, 3,4. 5-fh7t KP-1W-1-^>V7-tftr>-5-f Uf>]7tfM- 

4- e^'Jv;U)7j;^>K75 h\ KK/V'-(1-{[4,4-v7JI/^-P-1-(4-/7 c ^-2-7i 
-h^V-h-s-hfr-R-M-i, 3, 4, 5-7 V? t Kn-UH-<*>r/7* K>-5-f 
U 7>]7-fe7.M/} fcWJ 5»-4--f 'Jf»tK7^H, 3-(1 -{[4, 4-¥7)\,*n-\- 
U-*?)\,<--?jL=-)V3-7*J-)V-S-*)Vit=.)\,)-l, 3, 4. 5-7 h7tKQ-1tf-M> 

v 7 -tf t: >-5-r u 5 s >] 7 -t ^;u) -4- tr * y 7p >kl 4, 4- -7 7;^ p - 

5- [2- (4-* ^Jt, ^ >- W ^ W -2-*+ VX5 1 U X >3 -1- (1 - 7 x -;U-5- h 'J 7 

jm- p * fjp-i «- br 7 y-;u-4-73 )\,#-)\,) -2. 3, 4, 5-7- h ^ t h p -1 w-i -« > s J7 

2-(4-{[4, 4-v7;^P-1-0-7xX;l/-5-h'J7;U^P^xJU-1W-tf^y- 
;P-4-73JUtH-^)-2, 3, 4,5-fh7tH P-l/f-l-^> V7"tf tf >-5-*f Uf>] 7tf 
M K"<?5»-1-f <>U)I^y-;k (4-{[4, 4-y7MO-l-(l-7i-;H- 7 
)\,*U*3-)\,-\H-\l=rV-)l-4-1})\,it-M-l, 3, 4, 5-7 t H U-\H-\-1>*j7 
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(s-x^u-i -7 x - W- tf ^ ;UtK ~ ;U) -5- [2- (4- * e 1 7 i> >- 

W Vlf "J x>]-2. 3. 4. 5-fh7t \tn~\H~\-Ky*j7-\t\z>> &tf 

1-{[4, 4-y7^tP-l-(l-7i2JH- h U 7WP/fMH S.# s J-)I>-4-1j 
)\,i£-)V)-l, 3, 4, 5-x h7t KP-1/H-"<>V7-tftf>-5-W 'Jf>]7t^} fcM 

5. If ^©MH 1 4 , 4-y7J^P-2, 3, 4, 5-fh7tHO-1H 
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